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C4)S^CS)^JEfST .= n-f FAf >/^f ^l/'sA'i:, gr|f(l)^li7? c >f FA? 7 
[gt*£ 1 7] 

*g # e us ft otfci* t ^ t a it tkimm. ffljii$#®m. a £ a £ * $m + o * *>*s 
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11T<V& J: 13 SIR £ ft* t h IL-TIF(|S?lj#^ : 3)*)x ti h - t;?n- 

+ )H^^^tftt^oT, se?nj#^ : 24>tiieM^ : 3wt hl-tif# 'j ^ k 

tmm^ :3<r>TZ/ Bt«28(Cys)- 7^ Mf-35(Phe)<7>T 3 7 lE^^it^ 

(b) g£»# : ^ 7 »#-^52CSer)t^li55CAsp)-7 3 / ffi##59CAsp)^ fc(i62( 
(d)IS?lJ#-^ : 3^r 5 y»#-^ai3<Leu)-T5 ye#^10«<Ser)ifcail9CThr)«T 5 
Ce)|59iJ#-^ : 3C>7 .= y it§-^123CGlu>~7 ^ y $f^l26(Asp)£ A (il28CHis)^T 5 

(.mm^ : = y g?^134(Gln)£ fc}*l44CCly)~ T * 7 $#^147CG1y)<7)7 .= 
/Wt^mi^-th^M }— 7*: 

Cg)@5»-^ : 3^7 .= y gM^49CLys)~ r y »^77CCys)<?>T ~ y $gg?y 
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Ch)gS5iJ#-^ : 3^7 7 y ^#^89(Glu)^ 7 5 y M^l0l(Pra)?)7 ? y i$@a?y £ # L 
v N*^ S £ iiGfdffl £ Cys£ £ £ ^ tf I- - 7* ; is J: t/\ 
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[H*£2 7] 
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(d) /v-f 7 <j K- 7 7 o - > 267.4.1.1.4. 1CATCC [#######]) ; 
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[H*£2 S] 
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iL-TEF^ti k m it# 4 as t <r>m m m^* t4*mot, n # « 271a $ 

■ ? ^ i-: ^ & A , 1 :tu: .i ^ r we j &l*frf&9F?-4b 

[»^«3 l] 

^fe* i a l a 1-7 i ' Mtt [e be : / & cS30ieE<^^^< 
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\m v m&frm Kjm 1 *> mm ? ft ^ m^imm^m : 

(b) ^i47cst:rc ; 50 
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0 .^^-D.^ya, a*<&££i$«fS***M-T*«, ^£5^^^ii, T«~e& 
1) , $ < b * 4 y is i S£m&*4-f T*ffl.fefc: j: o Tj^*; S it 

hrt-fWi, 1§4J3 lCF23Ji LT^aS*lT'^ & (Kelso, A. Lmun. Cell Biol. 7 
6 : 300-517, 199S) 0 iS^>f h ;M 7-i±, IL-2, IFN- 7 , LT-„ MSS, 

*4 hUfOtt, IL-4, IL-5, IL-6, IL-10 & J; <7IL-13£ £ ^ , #ffl* f />K^, 

*iCFTl'A'^-l£»KH41-4« iat2a«Mt i **$*l* + ^ b?7^ IL-3 
, 0M^CSF43jta l TNF-«^b o IS ja J: tf2g *g4tJTi.feS fcft 4 

[ 0 0 0 5] 15 
[ 0 0 0 6] 

*+« *5&BdU +ffl«LK ML-TIF^**^ ^€«K6tt^*-f *.*-f>OlL-TIFKfr 
[ 0 0 0 7] 

^Wli, 1^ ^ ^ t/^aiol*»^ fl^ ^-^l^ffl^^Ti: 

.1*0 J: -) •: \' \- y^:i 

[ 0 0 0 S ] 30 
lo«9g h K 43 ^ T > i* > (a) 30- 144o 7^|*tn*^'/f F t*ot 

, ffi5lJ^-5- : 3(7)7 5 / ®#-5-23(Cly)- 7 5 7 *#f-779CThr)i ■^jSS't* T 5 7 ffi<7> 

67Cne)«7 ? 7 M?nj£^T£ ^0 ^7"^ K : <c)|£?ij#^ ;3»7?/ ®#*l(Met)- 

#^■10*10-7 7 ^^^179CIle)^T ? 7 B£?!l ( ^ ^^f" K ; Ce)SB?yt^- 
; 3<DT^ y®S-^29CArg)-T? 7 K*^34CAsn)© T ^ 7 St^t* V ^ 7/^ K 

; Cf)SS5iJ#^ : 3sdt ? 7 »§#l2i(His>~T^ 7 ^^-mcAsp^T 7^|S9iJ**# 

* *° V ^ 7"^- K ; (g)S5!|^-f :3W75; Sff#134(Cln)- 7 5 7 ®#^1390hr)«T 5 

./»ffi?U4'#1-**y^-7"^K; <hi)ffi?U#^-:3^)T?ygi##l37ays)-T.= yat^ « 

142(Lys)(7?T5 / ®gS?U S*St* # V ^ 7* Y I (i)K5lJ#-^ : 3^)7? /®#-^M5(Clu) 
-7 5, 7^#^-150(Lys)^)7? J nWn^^^^ * «J^7°^ F ; (j")e?!l#-^ : 3^T? 7 
$#^-4lOT.r)--r?, y^^-^53CLeu)(7)T = ;|g^Mt^=K^7f F ; QOmm 
f ;3(?)7?; ffi^-^SOCHet)- 7 5 / ^t#91(Val)« r 5 7 ®ffi5!i^fl-T* % *) ^ 7^ 
F ; Ommtt : 3>>T^ ya#-^lD3<Met>-7^ 7^#^U6CArg)^7 ? 
T^^0^7^K: C»)i£?iJt^ :3©7? ^S*-&M9aie)-7? ' K*^ 162(Leu)<7>7 
■5 7 mmq ZG-ti * "J ^ 7"-^- F ; is J: . CnK7 ^ - a v > -7 > 7 • 7° c ? h e,« ^ 

? *l * ss?y ^ : 3« 7 5 7 m &m tf n - r^M-th # ^ t 4 ^ k : ^ e> 4 * # «t 

+ t £«&kMt*>M£ : t^^^^ft^M^-r^^i^i t^-tp, #0^ /^K 50 
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(8) JP 20O6-5OSO23 A 2006.3.9 

: v.,*', / • n.'^ r - 1 : ^ogg^rf ^- : 2f ft ti|esi]#-^ : ?>^^' r ' "--"'-r FOife^ 

■ . . , . v * * tf , % h ^m-m&r&o 

[ 0 0 0 9] 

i> 0 1 co 1 m v . 03 (i , ±ie f*!S L * u *i&&&r& 
ot, S5?yt^ : 2f/^i|g?y#^ : 3*>sKy^^ Ff-##|6^^1- 

* ^ tfitt , (b)-7 ^ ^ ^ ^ y ^ n - 1 juftfl; , (c) (b) cs*t4t h ft ifctt, if Jt 

[0010] w 

^I67(lle) £ H & T 7 $@5?iJ ; js jt tf\ CO@a9iJ^-^- : 2?>t ^ j S##iOtet)- 

1££IS#t^svf*3 ft j5tte«tf**iStt-rs<> lo©££u js^T, ±f^st#£ ftU± 

eus**k * o? &4 .•? j. ^.itit-c^,o-c, ttattmL si> jse* 

[0011] ^ 

S *i * *S «i 4 ft ii j>ft * S #i- & ft sb <r> * & v * o f , -t fi * ft i± *#! iL jflJb * > «r £14 
+ <*> it mMSfo?) if Si 4 ft ti 9rit #fc4>3*&*> £ + ft £ _h E |i ^ 3 ft ft St 

ft{±±mi^ & itft^u i oti4 s *ifctftft*-a-tfiaa» t sk^t^ii* 

o lo^SMitfc J3^T\ ftjMJiflaiJ J: CFitjflffliflaBriEftwiL-TlPrfllS 
#3ft*iSffl*fti±^fc*ffl*i-4£ao#i£dU ±EH^ Lftii3i9T&oT, M$ 

xa&MmmftmtftiL-TLFvmmz '■■ &mi ft .3 ^ ft ©o^a-ii, ±e 

Lft t g *) "CioT, V y^Jftfflfeii^ n 7 7 - * ft {i"RSfflS&r*4» 30 
[0 0 12] 

^ ii , H-UPc-a* ? *l * ?K i ft ii IL-9^SS« £ ft* 

irijE^s^?^^t^r^or, &m * a « n > * 3 * <r> k -v t> 4 
s©, ±iar^^^^ft^#t ft{i±iei^?itft^{- j: oTiijiL^M^^ 

[0 0 13] 

B-r4 Jr .^, ^ u ±ie|£ft t tztm $ ft fi±M« U ttm laoTliMi ft f^^^M 
^^O^JMWT 5 KA^^A*^<7)l'^)Vi, tK(D»it7?B^ FA?f > 

[0 0 14] 

ftiii#gt#4-fft*IEB : ±lca« t ftfiift i ft fi ±aa« L ft*fcu ioTi 

KUtt^T**#T"C-Y H- agffif : «t ft*i^ma;tt*wffi-& Lft^ 

#*tS^ki-4^P6 ; 4?J: ft tf£*M*tt+ ?£^Uft v-^v* 

i . t ■mi^a±mmtitmti>m^i>^. m^tmim i ft <i t Jt 50 
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m i x _ <d mm, $ * «t ± *gta k t tzmto v ^^^u^ricj:^ 

[0015] 

~7 N ii . IL-TIKIS5iJS-t : 3)«#'^y^ L < ti#'^y^ KWf^t^WUg 
£ A V <7 7*7 f> 44 SP J: >3 5 4 „ t n lo 

yf^ijo * v i^^mm-- & ^ x , &mmw^ urn lt^ & mnja&r * *6* + 4 & 

±3EOS oT, &j& ti&'|£«>&&1&£jft' < C & ft o ^l^»it(:|3^T, 

: : ^jMsfe : ^*-> a ? 7 : J: tfjg&^o 4> o looted is ht, & 

Sffi, II. II. ft^&jfc^-*-, ^7*7 F * ^\ ffitfcft 

[0016] ^ 
H1''©SS«K, *fWi, WT«#!fi^a«S*i*t: ML-HF(EF!!## : 3) 
Ox tT J. - 7 o - + *4fctt*£&tfctt-C*oT : Ca)ge?y#^ : 3<7)T ■= 

/$NH|28<Cys)-T5 ;«*#35<Phe)OT? /BtEflJ****^ I— 7: <b)@a?y# 
* : 30T-, /^^52CSer)tii±55CAsp)^T = y^#^59<Asp)tiiA62aeu)OT?, 

S 7 Btt^H»CCln)l fctil03CMet)OT 5 7 tt£H* 4 -x tf h - / ; Cd)§fi?!j#-^ ; 3 
O 7 ?, 7 $ t^-lBCLetO -7=7 $#^-llSCSer) 5= i}119CThr)0 7 ^ 7 ^ SB ?U i * + 4 
^t'f^T": Ce)|£51J#^ : ^ 7 123<Glu)- 7 3 7 ®£f-126(Asp)$ (il28( 

Hi s) ■:?) t = 7 tfrV.'i: v u r, : j_ 7 i- - 7 " ; C0957l#^ : 3o •' : ' $1|wi34CG1n) * (± 
144(Gly)~-T3 7$:f^l47(Gly)<7>7 5 / mm ^ 1- - 7" ; (g)ie5lj§-f : 30 30 

7 ^ y ^^-^49CLys)- 7 = j ®##77CCys)07 ./ ^K^J ^*#4 x ^ h - ^ ; Ch)K 
: 30T ^ / ^#-^89(Glu)- 7 5/ ®#^101(Pro)« 7 5 / ffiffi5Ut5ff U N3^^ 

Asn) -7?; »#^M5<Glu)^ 7 ^ 7 ®:l£^ * W L , N^iffi | A fiC*S tc S % UCyst^r 

tfi f h - t* ; fio, : 2| k:«S5I#^ : *r>t v il-tif* v k^^seII 

of&ii * + ft -t 4 ^# * « i- 4 o lo o i # is v * -c . Sl# , ± ie i- m m L a t 

7 7 F • 7 7\ mmtL + , s ^ , t £ ii# t * 3 b K # & „ i> ? lo 7> m S-l ii ^ 1 T , ^ 

D - -t* JV^^o 
[0 0 17] 

.16.1.4.4.JXATCC [#######]); Cb)^^rU K- V 7 p - 7 266.5.1.2.2.3 (ATCC [##### 
*#]) ; <c)/'W 7* K-^y D - 7267.17.1.1.4.1 (ATCC [#######]) ; (cI)a {/') 
7^ n- 7 267. 4.1.1.4. 1CATCC [ MM ]) ; (e)^^ K-v 7 n - 7 266.12.6.1.3.2 
,1(ATCC [#######]): fejltf, K-^^n- 7266.19.1.10.5.2 (ATCC 
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*t: Mbiftfc, ££CF(c)^Mf>U 
[0 0 1 S] 

* t is t? o t , mmtery&mzmm , jwt * w & h sk $ti& : 

j&it ; ft® ti?c ^B-^iHSSifeJ:^*. 4> ? i-s «> i # u & ^ -c , 1° 
ii± SfiK IB** LA i 43 f) T v g*Sfi<i£4*tiU i.|£?> £ £ 14 6 4i o loo 

SS-tife K j3 ^ T , ii ±15 K L £ £ «? 1 1 * oT, gtt t± 5 ' i T±4 btii . U T ^ 6 
£ & 8 jt i) £ft 3 *i & :i*iSM; 9fc m.fe : %% V s ? ? ; & J: f> ; !t«<> 
[0 0 19] 

l6-Jfet**^tt£«i-2.o loolii*K43V»T\ *ftti±gfi**i(^L?tii3t9-C*o-C, 

A ; «t*14*M& ; * n - ^* ; Mtt£ ; is Jt CKf£H, o loolBtttfc is v»T, ii » 
±I5K Lfc t is "9 'fioT, &*«ufe4fcli, &flw&£££4fc*?*>*, i i 
m K&^X, 7f&&± G £ HSLfcfc*5lJ-e*oT\ g,fttt (?) £ £143e# it. W T *- 1> * 
*S¥ J: i) fiW S *l* : F>3#M : : J3 £ tfiftifefeo 

[ 0 0 2 0] 
[ 0 0 2 1 ] 

#l&S#Ki3V»Tffi/9 3*U> riBfnte^J tv^SISti, ^2(7)jK'j^^^ FOliS 
-ft A * K , *2<o* ij -/^ K z k S * * U ^ T'f 1 K-b ^ Jt ^ h t St 

Df Y yACMilssons^, BB0 3. 4; 1075,1585; Nilssonfb, Methods Enzymol . 198 
; 3, 1991), V yS h y>7. 7i7- -tf (Smith and Johnson, Gene 67 ; 31 f 1 
988), Clu^CluiBfflii^^CGrusserneyer^, Proc. Natl. Acad. Sci. USA 82; 7952-4, 
1985), ^f|P, nag(j§"1*)^y^ P<Hopp% , Biotechnology 6 ; 1204-10, 1988), ^ 

h v y v t e ->* >^ 7°^ f , s a ti«^)Stmtti F-7"tL< ti*f ^ f jt i y % # 

tf 0 — iKWU, Ford6, Protein Expression and Purification 2; 95-107 f 1991^ g-ffl 
Zfr£^ a SBffitt? F^^DNAji, BSffij&^Ct tx.ff, Pharmacia Biotech, P « 

iscata*ay, ; Eastnran Kodak, New Heven, CT; New England Biolabs, Beverly, HA) 

[ 0 0 2 2 ] 
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[ 0 0 2 3] 

E?y i± . %v&mm <o * > # * l. t^si- & ss \ l. t * * y 

<"°-7°-f- Y<d f) n + -> *fi « # 5 li * ^ 

[ 0 0 2 4 ] 

mmm^mm^mm * *u-> ^<mmt/\mmtmt , & * l < a< vf m- 1 

[ 0 0 2 5] 

r#St-f T4*94 7^1* J k it. M^'c7'J F> -f > fc ilfift'C 

[0026] 2Q 
HftttfilftfJ sUi^ F(ab') 2> FCab),, Fab', fito& &v>ffitt©-gP"?Nfe4 

* c tzkt-iX, fiiZcytor 16*/ ? D- + JMftfMfffl-UU Zcytor l&7>jitr h - r«L^T 

[ 0 0 2 7] 

*S 4l?»%|gft;t.-*ft# U ^7* F4W TsvR/^ Jf J \ ttO>fc»firg*tt* 
[ 0 0 2 S] 

[ 0 0 2 9] 

r h fli'i/t J hit. - V 7, ? "a - + •> L! v''Mt1^t±^7Fffi:^ i -/ v 7 d 
' 'J - 0>mm& J: iJ^^.^ t h or® K =; -f :- f L -r ^ Z mm ;l ■ - •• • H 

K »i:ffflti/:MU -fk^# {ft % i , ^ M S-Sf * tt 4 iSti ^ « @ ft 4 

[ 0 0 3 0] 40 

5' ATGCAOjGG 3' 

Si, 

S'CCCGTGCATJ' 
[ 0 0 3 1 ] 
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■t A ftKffiE § ft*o £ 4) J: b ££ifl<7>-t 7* V Y f±. ^n*- ? - J; iff - ?, * - ? 
[ 0 0 3 2] 

?y £ w s t\ ]%B^m^ $ ft* ^ ^/^j(t^[*)f«fflt«c*(:a l t^ifffit 

<fefc $ GfcfcjfcUT* Dynan and Tijan, Nature 316 ; 774-78, 1985 £#M g tifcn ) c 
[ 0 0 3 3] 

l"*SS 3 ft£J Kl^fi^^-'^K^ii, -€-«Kf*wS*JUWw*fr, t 

iSOiW* 1 )^^ K*£gto*-£-**n„ ^*KffH$ft^^®, ***>*95%&Ul<& 

?ft, 4) l. < \mmmt^^tzfm f it'<om<o^mmim<r}m\:.^'}^^- y $i 

[ 0 0 3 4 ] 

rWft&ftUjtiffiSftfcJ kit, MM:?* y HcafflJJiiW, t^n* 1 , ^ft 
© l&EI £ ft £ § &j<t> ft - S L L , it t £ if*s¥# 7 d * - ? - -eiHifi L T , 
3 - F-t ^ > 1- **r LT * - 5 *- * - KJBtff +4 J: 3 £E?ll $ ft* - t 
[ 0 0 3 5] 

rtI^T>^SJ t^fflsSii. ilfr*m£a*+*#y^7^KaAti*>^Ho«t 
^ & fct JE^T* * , lo^fl^ & ft 6 ft ^ *° 'J ^ -t 4 ^ F i \t 9 y * 9 ft ^t, ffllB) 30 

sn^ra <o <d it a > tItHL *t* * <> 

[ 0 0 3 6] 

r^7n^CParalogs)J ofM? ft*, ^otv^^L# L^alft 

[ 0 0 3 7] 

F Sifi'^^^l/^f F^K^-Mt f-z ii=*ffiI##T4 * o # 'J * ^ U * ^ K(± 
, Rlftfei^DNA^^-A, X^B'^M^ft, 'fy^HJT?-&«?ft i^ii^JJiCF 
&.bt ^iC'fiA # to * S ' ^ 1^ M e ft * ,1 i V S * * 'J 7 I- :t ^ F ^ * A X it , 4l> 

st"C«S& TbpJ ), ^7F^^K(rntJ X ifcfi*D£*( TkbJ )HTSJJi*o 

0 i^^^^-^l^>T!-^^ft*^N Cft^ft*>£3*gti-i*(-iaffl3ft, r 
M^tJ <^s^^^L^^i^a^^ft*-r^o^ 0 r$g*"'^n^f ^r$(7)ii 

7 F ■ * + F i±-is K 4*its5^^SrV» 6 
[ 0 0 3 S ] 

r*U^^KJ kit, xm fciA^WK*4$ftA, -i'/f Ki^iaotlS? 

ft^T 5 ;iai(oi^$-cl^o *Sjiojwtwt? y m*?>*"'}^^ f»^ m r# w 
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[ 0 0 3 9] 

'J*? K • /D- 7*£J:CF77 f^U, i. fz Si — T iuCNA j ; >7 .i.RNA. -£ 

ffilf#^%£^* it^t^&o wtnST'o-rii, < £ 20* ? ^ * 

£ 0 PCRt^-^-HU <L *>5*7 l^*^ K«£S, Iff 4 L < iil5£ KiiZti.&>±<r> 

nt, X W I L < li 20- 30ntrf ifc £ 0 jgn # ^^ktf K f-i £ fcf « d^£ * tH£ * ™ 

Kli, K • /d- 7*fi7 + v >l ^fi^-lLJM±^^/v^i 7v 

-7'i-jL Molecular Probe, Inc., Eugene, 0ft v J: corners ham Corp., Arlington Heigh 

ts, tl% ¥<»&<<»$x-m*e>-itimz*i-~ mm, mmms., 

11 • <l = i -t v .a , rftt^ ^ - ^ F ft BT r; ' - t 1 5: if s i © , ^ J* ft >Sf 
[ 0 0 4 0] 

[ 0 0 4 1 ] 
[ 0 0 4 2] 

tv^^i&ii, ^^tstts-^c+i*)^, k>k££u usury # 
> Ko^si-^-r^aagpiji^y^^s^i-c mss-a si mmv) ay y 3© 

it * x 7 * * f - p >• ^ ^ t % <r> m V ft? CS? ) t ^ m ffl * ? I § £ - + K 43 

CfcHif, pdgf^##, il-3^s*, q.i-csf^'#^ ch:sf#'#^ 

[ 0 0 4 3] 
[ 0 0 4 4 ] 

T.a 7 .7 -i\A^|Si£J tv^^f&li, ? . a= -;ai s : • h 1 ■■ X \W. ^ ?• n I. i> ^ - I . T , jsi'I-f 
so'* 6 IkE 5 1 l KWA,;.' f •= > : !j: ft ^ T- 1" f/ 7 -'7 -f 7 5 S ;,t , K 4 £ J i. - IW. W 0 . , 3 
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& o 5: . .X 7 a 5 -f .a Sflff 7> Sff (i , MB, ft- fjglS i- •:: mRNA / • ' 7° 7 -f .a ffifliU: 
[ 0 0 4 5] 

* JEi£ * frtff (fcU (X, r JVSfciMS) k J: o t fc£ S ft * S wtife J: cf 

JJlfS 3 ft* 
[ 0 0 4 6] 

^^a^U^lffl J *U->1-kt<7}£MM:, *ft&©£fr##l!a£ LTffl*&3 ft£ c io 
[ 0 0 4 7] 

IL-TIFtf *} % $ V ■ * * K U, TfflJ&, fetHt S ftfcT-iS J: CFMfflm, 3£ V 7 A« 
C»S?ft4. K ML-HF*^ KffifOli, E?U S-f- : IK S 3 ft & „ IL - TIF 

Si, HL-22J H»%J}IT^ 0 
[ 0 0 4 S] 

Ifljijs^ : i<o«tff 1 1 ») ii, iL-TiR->f h 1j ^ y ' Kt-f 

» 05 2-o tf) HTffi^ * * S ^ ^ * - > £ ?ft4 8 2o © jg £ IL-TIF* «j ^ 

179T ^ 7 K# '^ /^ F)i> £ O^j^-t : 3<ffi5j§-^ : 1^^ ? W F57^^Met£- 

# + J&1677 5 >']**ij^7'^ F)K^LT&So IL-lAisJttf h*>r ^ 
t * IL-TIFg£5iJ © & (f U » 4 > ^ ^ ^ Sl?!j Offirtlo'^T, £ it 6 » ffi?!l <D 

A y • * ') ^ K* 3- K-r 4 0 
[ 0 0 4 9] 

Sfl?lJS# : LfcfllffiT^ 7 *E7!l»EF!l»Hff K i "J , 227 ^ 7 mk%<h l &Ws ? 

3^T .= 7 a&£22CAla)~167CIle))Ojft&# "J F*#fr 167^7?, V^^'/ 

* SftAo N«^|S?yti, ie?y## : 3«)ja£22(Ala)$ fcliEJFiJt^ : 2«34<Ala 
) T *& 4 & $ $ L tz i> <r> £ -ft 1- 0 

[ 0 0 5 0] 30 

'J -v 7* 7, A? *} if>Y- *S<*ffl£ftffl K ^ ^ ilfti*, ® 1*3 i 0^4^ 1 » 

fcfc ML-TIFT5 ^l^j^tlt, t 1- IL-TIF, t ML-IO, t: McytdlOCllK&ISlfi 
#^US98/25228^Ka.k.a.IL-20), J: C^t h MDV(Genbank7 * * y -> a >#-^Q13007) 
tf>7 ?, 7 ^g2?1J©T 7 -f 7 >' > h i±, IL-TIF^)-x ij ? y-^A^\ : BOOT 7 

*41(Thr)-530eu)UJ:oT^|fe?*L ^^Bil, g£?y§# : 3©7~ 7 ®5ii8<X>l 

et)~91CV!a1)^ J;o-C£*S*t : v ^*G±. K^J#-^ : ? 7 ®Jj!iglfi3(ltet)~ 
116(Arci)U j; o 3*1 ; & X CF, ^ 'J y * 7,Dii:, ^?y^-^ : 3(7)7 ^ 7 ® Sit 149(11 

-T ? *s-?i) 7 Ciip-up-doi^-ckwi>^ «j D^o 4o© v'^t •< 7 

^^i-i, IL-10tIL-TIF^^T#ff^^Tfcin SS?fl#^ : 3^T = 7®^SS, 28, 77, 
feJi^not-aLTv^o Mfet^yAf -'f 7SSlfi. S^mo^V ^ f xjK^«?t 

[ 0 0 5 1 ] 

^^^i'laf^nTv^IL-TIF^ij^^FM. Kjt-f>. 43 J: 

cFie^j * 3 - Kt- & ft' jst ^> # jx :7 I-- 1 ^ k u , is? y#^ : m ^ l i a ■? -e A * 0 
ii, ?^k, ^^S3iiia^7?nrv^.?7^t^iL-TiF^ij^7 f ^FTO, f^-^>, 
^^-7, si, jaicyfumn, &n$% : 2*31 tfia^j^-?- : 3u*Lfci^ 0 50 
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[ 0 0 5 2] 

oT^.JlU 0 r^'^^V ?nj f-A-YVfi. -ttt 24- 30SS«H 

'J v*J*a>f>friJ* IL-6, MJsf + SfcS^CCWTFX BM«lW@*CLIF\ #3 J:2^ti hit 
ffl^JU^>ChGH>t^-tf 0 rs^^'J ^ ^^J h ;M 18- 21^1 

tf>P^*>^'J ?£*>S^£i!K IL-2. IL-4 X ^JtLKaWSFSr-g-frs IL-TIF(jL Sua ij ? $r 
~^1<^ ^ n * 4 ^ #«Sfrfc * j* > ^ t^i t & ft & „ CMTFjS X 

c>VT&£ ? ft, * >' 7 fcis^T - i § & i .Bfcft* CK 

all en 6 , 3 . Biol . Chem . 274 ; 11859-11867 , 1999)<, $ <r> Xfe m w T , IL-TIFU & 
^T*W^^#M J li^^x.T^^^^±^lgM:-i, 5t£53~«\ #|^85~9l, isitfgl 

Si2i-i40£-^ge?yf^ : 3«7$ /®Hft<?>M^^i>o i*Le><7>^i*(i, 

&feU ^||t^C*t:|St** 0 £%tc, IL-TTF»fi?itUoi-^Tfl?jajilS{i, 

b <*> $m<v « K&mt il-tifc> ^ e P - y * j e*j 4m^ >r > • * u ^ •/ 

[ 0 0 5 3] 

zcytorieoe^y^^ : 32. * J: u : 93?i.l f ^ : 33)(* ^*'#&WII^!JlTt>g|^&P3 *> 
#0V«M67^», zcytorll(i£5!l#t ; 18, iJ<tCFS5l*^ : 19)<S^fiWT£*il4f I? 
$5, 965, 704£), M^iCCRF2-4CGenbankT ^ -fc y v' a > #^Z17227)£ ^^IL-TEF^f:^ 
&^|l]5E£ftTW->o 3 ^<^^<OlL-TIF5£:^0^^«(Dumontier^, J. Iran 
unol. 164:1814-1819, 2000; Dunoutier, L. £>, Proc. Nat'l. Acad. Scl. 97: 1014 
4-10149, 2000: XiefcUfi, 3. Biol. Chem. 275 ; 31335-31339 , 2000; Kotenko 
, 3. Biol. Chem, 276; 2725-2732, 2001), £0FK IL-TIF£'##* 7*JL- 7 f<7?zc/torl 
l*56a+*4^Rl5e$ft)t:c *^3r#t«>zcytorlJ6^§ft:i±, IL-TIFKj|££ 

t , * K fc^T * C t tf 5 * £ II (£5! t 3) (£ £ 3t S t * WIPOflJ fr ^ H U & ® & 
^0V40467^->; v?^IL-TtFCIL-"TTF)e9|{± x Dumontier^ J. Inwunol. 164; 1S1 
4-1819, 2000K^S*LTJJI9, i3 «fc C^5afi: L T ^ n - y^t ^ $Wft:|3^T^7 30 

-f K U St 1 (t-T 4 „ ? K , ^ U 3r * & zcytorlK^ @# §^ ^ 5 , 965 , 70^-^- ) J3 I CFCRF 
2-4* IL-TLF^^i-^OHI^lJ^fe@|^&S&Sl^0a-'2475&^;Duniontierf>, J 
. Iranunol. 1M;18W-1819, 2000: Spencer, 3. Exp. Med. 187; 571-578, 199 

8: Gibbs, VC and Pemica Gene 186: 97-101, 1997 (CRF2-^1 cDNA) ; Xie, MH£>, ]. 
Biol. Chem. 275: 31335-31339, 2000 ; & J: t/Kotenko, a'f,. 1. Biol. Chem. 276: 2 
725-2732 , 2001fr#JH ^ S^U, IL-lOjJ IL-TIF«^'#^i L T^^ 

*t-Cv»T4iJt <, CRF2-4tM-C , *-&t#At>*ir^&CDu«out1er, L-t,. Proc. Nat'l 
. Acad. Sci. 97; 1014^-10149, 2000: Liu 3 Irwnunol. 152; 1821-1829, 1994 

(IL-10R c0NA» o r_ HhVZm&lt* IL-TIF^> , &£ifZilKU~?&T>? ^~7^ I- <?>fl| « 

[ 0 0 5 4 ] 

»^ i± , ^^#5" H ^ ? *1 ?t IL-TEF* <j « 7+ F * ^ - Ki-S DNA^ J; * 

*o 9= c^y§ ? : 4ti, is?y##- : 3«il-tif^v-"w^ k^^^ k^^^t^dma^-^- 
^MSDNAi^y t * * o ^ * 1 1* , as ?y « : 4^ms ae^n t , n i. x a ^ i- * c i 

f::*- g2?ij## : 4&>? ^ Kl$ fcl±66~jR ^ V-^^ FSOl^^fr^iJ ^ 7 1-^ 
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[ 0 0 5 5] 

(3U) 





m 


watt 


W 


A 


A 


T 


T 


C 


C 


G 


0 


o 


0 


c 


c 


T 


T 


A 


A 


R 


AKi 


Y 


CjT 


Y 


CfT 


R 


AjG 


M 


A|C 


K 


G|T 


K 


cfr 


M 


AjC 


S 


C|G 


S 


C|G 


W 


A|T 


W 


AfT 


H 


AjCfr 


D 


A|Gfr 


D 


qo|x 


V. 


AjCjG 


V 


Ajqo 


B 


qafr 


D 


A|G|T 


H 


a|c?t 


N 


AjC[G[T 


N 


Aidorr 



[ 0 0 5 6] » 

[ 0 0 5 7] 

<3U) 



4/28/2011 2:12 PM 



ht^://ww4jpdljnpit.gojp/Tokujitu/tjcontentdbeaipdl?N0000=21&N0... 



(17) JP 2005-508023 A 2006.3.9 







1- u h'V 
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TGCTGT 
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o Grantharat^ Nuc. Acids Res. 8; 1893-912, 1980: Haas fc, Curr. Bio 

1. 6; 315-24, 1996; Wa1n-Hobsonf> , Gene 13 ; 355-64, 1981; Crosjean* J: CPFier 
a, Gene 18; 199-209, 1982: Holm, Nuc. Acids Res. 14: 3075-87, 1986; Ikemura 50 
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, J. Mol. Biol. 158; 573-97, 1982£#M £ ^Mt' li^TfS £ ft* ^ <Z> 

t lt\ riSft-Bjfcs rft^«*=r F^J t^flgSfJU -£<7>H^ 

lot £(iv>< o^*>ft^*?>* Hillfi!^ u ^ - ftftrftffl^ v J mi*m 
S frfcn )o k: i 1 £i-\ 7?/St-H-> CThr])U:. ACA. ACQ ACQ | fiACm J: ij 3 

:flw>ttuj3^TU\ f:U^ SAfflUa, 8#> •• •••• '! K^:{;isf::i:i<:J. ^£ 

oAThra U> e #£<*Ml<DfcJe>4>flE&ffilfr3 F>i±, ^ gift t'j3 ^Tffi 

tawjja^W^HiioTfff 1 ;^* L^ K(;#At4ii:4 5 'ei4 0 i§§^£DNA^<7>@ 

[ 0 0 6 0] 

itfilfflJiaii, ;-fy/H 7 h 0>vo(nas, Proc. Natl. Acad. Sci. USA 77 ; 5201, 1980) 

m< csa^s-coaic^itu * iotpst* £ a *(chirg 

wfnt>. Biochemistry IS: 52-94, 1979) 0 # «J (A)* RNAf} v Aviv and Leder (Proc. Nat 
1. Acad. Sci. USA 69 ; 1408-1412, 1972)«^ffiSrftffl LT^RWW'*^ W» ^ it*o fflfo 

* K S- R £ U &U UT^ T r ') ^ i -t*- v a > 4 ti iiPCRU jloTSIfi, 
[ 0 0 6 1 ] 

IL-TlFfcn- K1-££g?D-yHU '(tlw^o^yftfli: i-^^^ii^i^ 3 <> 
» fSffiWDWACcDWA)^ n->^H ^\ V> < o*-^)fflitCt i A f7 > -X v ^ ~ ? 

> FP>*^fr<flltt:?n- cfc;HJS Lv^ cDMAjo J: y a ^ n — > 

d-7U l< nvyH * y?T$ti*><o. ^mmm^a^^nti^mttnt^^-uo 

[ 0 0 6 2] 

KflSlfi * ^ p - > it i" & £ * <?> o - "7' i i± ■/ 5 >f "7 - t L T 6 ffl I" & - i frX t- & o « 
/-f7/D -7 F 82 i3 <£ tfKT PCR(*iS0!)2i3 i 0=3fr #Ba JftcWC^T IL-TIFK ?t L 
X$m$ H & il« Mffi)* 3I» t> * T v £ o jefcM« tiU lit J: ^ 0 > / *tt# M 
K)4-!SatSffi1-&iJi,4jii£ 8 Li^T, IL-TIF^fe^^*^yn^-?-xV> > 
^ ti, 7^ i ^ , F777-/i^-;7 ^ i (ijgfe^ -Ci&SSf & Il^B^^^^^T , 
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(19) JP 20O6-5OSO23 A 2006.3.9 

r ft @ t£?> il-tifd - f as n k ^ # ? *t & * - c> * x , ft m il-tif/ o-t- ? 
-s--?-w«!««fij#»ae?ni^»tT, i^iittoT, 

[ 0 0 6 3] 

JllSnit^tl £<> £fcBi.i>*t*ti, ^7^, 7^, k7v\ '7->, -f*. v 
K-C A & <> n IL-TIF-7) j| |S] ^-^flfi . *£l|J £ ^ M^Sf K j3 v TJS4D<7>fit£ « ^ D - 

ymit&^fr^&ztKx^xtikmzfr&nm&xvmmm-im it, i<> 

IStf 3 *t < MSt/d -rifistilitiot. £ (i ^mmm £ SI * S 

ftfc'ftfc&S&t: ML-TIFS5!l»^ggtL3t7'7 £ftfflT£ FCRK £ oT\ 

„ cDNA^ 'J ii±aM'«i/:ilH^7^ H"*fc^(CttfflT* 

C t tfV § v W ^Jt § cDNA?) §§a i-4 , IL-TIFtf ij ^ '/^ K K tt "t & ^# K J: o T\ £ ^ 
a £ iifSii 7 y -t g t? # an :i > a- c £ 0 I /• . N &<r> i^, £ " - ■ 

«i;lSt^:H?H 0 *Bfl5UU IL-lTFtg|B]T>^m^-7^^ -ryADNAi-# 
[ 0 0 6 4 ] 

1 1- il-tif^ v ^ ^ tsra ^ y j« ^ u * ^ KK9i^ra £ ? n r *3 1) . g2?ij« : ^ 

cicTa- K 3 H £ v ^ * IL-TIF* 'J -^7>- K*>##rfc J: '9 , 33t j CS5?0# 
# : 38<OJSaiCMet) - »it33<Ala))«0^ « £ *14 ^y ^t JU^ 7* K\ J3 £ £0467 3 

Cli?yt^ : 38)4-3- Kt&*~7^ ^i^ftMiot, IL-TIF^ 

'J V £ XAtt, SS?!J#^ : 38<7>7 ^ y MS53-65K j: ^ti? *l : ^ V ^ 7,B(i, SS 
?y#^- : 38*07-, yjSga*92-U03KjtoT5e*$4i ? nQi, : 3SC>7 

^^^161~ 174^ Jtot £^ ? n 2» • T *1? ^, IL-TIF60 4o V) frfc ^.^y^r-f ti 

, t ^ is?y«^ ? *it jj 15 , is?y^^ : 38<?>7 5 y ^^420, 40, 89, & <t o f i32n» 30 

S SPffiSfe i j .F-r.rr t " ^ -r. ^S33(Ala)«a<o->-^^^^r^ K<7>Wl8fH J: I) , 
± IB^S *) 146T 3>K<0j£&L£ffi5y*3?>fc£US-C*Mo"7 , >* IL-HF<*>j£& 
ti , Leu34(|fi?y # ; 38U^ t fcU^ U i N g£?y <OAla22CE5!)# 

: 3u^ l k: h b n )^^.(&t* ,-7^Aitf©icit §d?y^ : 3i §d5ij#-^ : 38 
a • t <r> 7 = / g? garii * a t: r^789,iy)- gt^T?^ & 0 ±m^m-mi, Ktup=i 

-f -=2. i3 Jt l> ; S^^ h V v ^ ^=BLOSliJ62, M^S- ?7 * htUSEgS *14 fl&sOFAS 
TV-? - ^-4-^T^FASTAyn^v A S-ffl^TgtS Lit* ±IE K S *L « ^ v ",IL- 

[ 0 0 6 5] 

Tit, <fc ^^jy-sLJtfe^ ^^Js J: CFgs?te7. /v Y -> > ^a^ffl ^ i t ^r^iS 

■t^T**^o -^ss^y^^^itf^^M^ii, mi&fyit^mKLtz&ix. gitzmfc 

0 IL-TIF^ ^ K *>t$ # * ffiHFT * . i 0 lo <DX?<?4x*il ti mRNA^^ f 3 ± & *L so 
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(20) JP 2005-508023 A 2006.3.9 

, ^ #g t ij ^ x m& «fe ¥ &5 * ^ffi n o t , i^o a i fim^ ^ e « cdna 

[ 0 0 6 6] 

* R87- 587(7?^ * Kg^j£^T&«^t~, tteii, : lUffl^W*^ 

^ Kge^ut^ri-a^a^ * h y h«Tt^^ ry ^ x+& - 

t x. (I ■, Sairilbrook£> ^ Molecltlar Clonng; A Laboratory Manual, Second Edition (Col 
d Spring Harbor Press 1989) ; Ausubelf,,, (eds.), Current Protocols in Molecular 
Biology (John Wiley and Sons, Inc. 1387): Bergeris X <TKimmel (eds.), Guide to M 
olecular Cloning Techniques, (Academic Press, Inc. 1987) ; 3££/icWetmur, Cri t. Re 
v. Biochem. Hoi. Biol. 26 ; 227 (1990))£#Ba £ itjfcl ^ 0 
[ 0 0 6 7] 

, i A i± Z n f, i * i« ^wi-* @e?y |SI-i4 * * IL-TIRK y ^ 7^ F 

i * a £ *i h^mm^m^n i x < t <> 7®k <ti>®$k p% < 1 <b 90 

ii23~1670Ha?1JK, * fci±ffi?U#* : 2<?>T = y »»£l~179, L < i*35~179i , Jp 

* < f: 4 70%, < £ 80%, 4>* < £ i 9CK> < £ ^ 95%, tit »A95MJUL±OE5!lPI 

[ 0 0 6 S] 

^--t> }-lfl5iJR -litis 't£*tf>£S:t:,fcoT&5g3*i*o £ xJi\ Altschul^, Bu 
11. Math . Bio. 48: 603 (1986). Ji J: J/henikoff and Henikoff, Pruc. Natl. Acad. S 
Ci. USA 89; 10915 ClS92)t#ffiS*Lfc^c W*fcHU 2ffi©7 5 10«^> 
•? 7° * % - "X^ v y • ^+ )1>-t -i - , iso^-v ?7 I 'X^t>-/g> * -f - , 

te£V%XT3. / Wit, mmnllC*?- KK i;oTf^l>)a?iUi ^ ^Henikoff 
43 J; ^Henikoff O'bfd)^ TBLOSUJ^J If^.v h U v **#E^T, f«0T v > >' > 1- 



. lot? 
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JF 2006-508023 



« -1 O (Ji I 



P5 H O • 
r-3 n 1-1 
r*l i-t O ■ 



iH O O 



[ 0 0 7 0] 

4 £ £ £* ^ U^«, Pearsonfc J: [Riprano T FASTAJ jUS^-* -^7 ^ ') X 

a :i , t n ^ ? ft a t ^ ® e?y & jt c? ; m^±^ sj^^il-tif^ ? .= j m?M k 

J: o T» £ ft A R-tl« ^ JH'f^T^ ^.^y§?7^>nj(i 
T&-& 0 FASTA? ;l/ :/ ij X A {±„ Pearson and Li pman, Proc. Nat'l Acad. Sci. USA 85 ; 
2AM (1968), iiiCF Pearson, Meth. Bnzymol. 183; 63 (1990)K <fc -sTjEl? ftTV^ 

[ 0 0 7 1 ] 

ii , FASTAti , |f\ 1iT 5 y if A, I fi X* * #it L * 

ti 0? 1^ - 1£ Cktup= & *, ^ "f ft Si" * it^E5l t- oTfti & ft&pB 

kK*.*xnwmi., mm<r>itM*\ <so * ^ r * atr * ^ rg*. 

6 ft * J o :v h * 7 J «<ffi5!*>* ? A J: CFktupfit K So 1 ^ t ^ £ £ ftfc^C £ i? St 

3 7|il^, NeecflQiian-WunsdiT;i/3*iJ X A (Needleman and winsch, 3. Mol. Biol. 4 
8; 444, 1970; Sellers, SIMM J. Appl. Math. 26; 787, 1974)<7? tiS^'/'TTv-f 
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(22) JP 20O6-5OSO23 A 2006.3.9 

Ktup=i. v ■/ • * - > if • ^ -f -=12, ^-v^-x^^t 
y-/3y.^tK^=2, &x cfe&^ 1- 'J ? ? a =blosum62 0 iii^^^^?- 

f±, Appendix 2 of Pearson, 1990 , Meth. Ehzymol. 183: 63(1990) £.%L® ? J: ^ 

[ 0 0 7 2] 10 
&@6*i i-Mt * S5?U -1* gJlttlL-TIRH ij ^ 7> K 4 ft (4* «J ^ 7^ F (i 

- 25g5£ I T'^/J-v Ji'l^-'K/f K, i ttSMflfl. * for 3 / <> L < a Ij 

"t^URi* t . 4>3r < t i> JJ* L < 1*4? < t #3 J: Jt t) jif # L < i±95SaW± 

rac^^iajijs-^tf, & no- Mo© t ? smnttoxv*?* Kt-grfr. awtt?^* 

'J ^-/f- Ki±, IL-TIF* 'J Ki Sffltt* K * > ^ ^1'£<?>OT^£ ^ 

[ 0 0 7 3] 
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IF ;0W-50E0: 4 2006 



■f 

^/L4 Si-SB 
7 - "j^i-PJjif 



[ 0 0 7 4 ] 

jO 1 r-fc^tr^ iJt^KPIS £ It £^ (Barton, Current Opin. Struct. Biol. 5; 372 
-376, 1995, iiJc^Cordesi^ Current Opin. Struct. Biol. 6; 3-10, 1996) 0 — (jjfct- 

[ 0 0 7 5] 

75 mWM^mtli-, 4 WltMwS^J ilw^^f 'j^:t * £ i IL-TIF 
jH ij rf j- K £ ft S! S H £ o i A. i*' „ IL-nF-tf ij ^ 7^ F #lo *!fciiffi&<9^y?£ « 

x « ff> 1 i 0 s -?- $2 <o & & * mm $ ^ i ? k ft g s a 0 r ? / »se?y &f t « & 

£EM^^£jtoTfc£+*£fc#T*;&Gt:tji.tf. Lapthornt>. Nat. Struct. Bi 
ol. 2; 26^268, 1995*#ra?iLK:^) 0 SitS W&Ui$^TJiSn<0<£»tt<Di*fffi-Cli , 
■S^ 65 & (£ ix.il * > / ^ M > i SE^ft 9>rtZ%<r)m*) tz & *it«i" * 
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(24) JP 20O6-5OSO23 A 2006.3.9 

M&1"&(Bean%, Anal. Biochem. 201: 216-226, 1992: Gray, Protein Sci. 2; 173 
2-174S, 1993; fcjt t? Patterson t, v Anal. Chem. 66: 3727-3732, 1994) c ®ffc$tlfcft 

ff»AA*<*>a3E«>A#*>> ij*a^'Oiteen* ^ 

(O^ii, pJ^r-feSHff (circular dichrosisra: a»^&£ 0 £ ftA I 
ohnson, Proteins 7; 205-214, 1S90) o ^S^i, *f <3 A A&is J: ^M^fi^T^ A 

j:^ffi^tt*^itt*^1-Afc^«aa<^^ffi^**<Schaanane), Science 257 ; 961-9 io 
64, 1992) S 
[ 0 0 7 6] 

ffi?lj*# : 3T^ LA Jt * IL-TIF? y/N'^SE?!^* ? 7V<7 ? XiH^/D 7 f 
-^&1'Wt£vI t » s T'§&<Hopp£>, Proc. Natl. Acad. Sci. 78; 3824-3828, 1981: 

Hopp, J. Iramun. fcleth. 88; 1-1S, 1986, J; CFT n'quierf, v Protein Engineering 11 

; 153-169, 1998) 0 $/D7^ ~ JWd\ 7*?4 K-f^fcHi^ > (sliding six-res 
idue window) < 0 M $ o AG, S, 43 J: iT^M CKt* Si 3 ft A H, Y, ii J: 

Si, &S3LA<> -ttiff, lL-nFnijv*-Cx SS*tt^^SJ«{i, Jar^Atr : CDffi?Ut^ 

: 3<?T 3 J ffi§-^29CArg)-T 5 ^ »-^34(Asn) ; (2)|fi?nj|^ : 3tf>T 5 / m#^121(H 
fs)~ T J $^l26(Asp) ; (3)029ij## : 30 T ?, y g?t#134(Gln)~ T ^ y $f^l39 20 
Olir) : (4)iSJij## : y.DT . J SI: '■■ } 137(Lys>- 7 3. J B£t^l42(Lys) : Jj J: 0 s , <5)E 
?0#^ :2(D7 5 ./ »#^145CG1u)- T .= j jt#^l50CLys) o 

[ 0 0 7 7] 

^ Ultf T * *l ti\ IL-TTF* u ^ t> F t 5 y ^ge ?y (.1 ii v » T W » £ K: It* * fc S K , 

1 fctiIL-TIFKWr*^ft©±*^iC>^tr N-^aiRI-*^, -^#JS:»iafl5)j3 i 
CF4ft*W*yn7* -*fr*#3*4^J: o fc, M7kte£ A: li £ t * 
ffiJtt* Val, Leu, * Jt OTIe* £Ai±Met, Gly, Ser, Ala, Tyr 

O?*** tztJLit. W^^-Mil- : 3Kjj? LA £43 <T)Z.<Ot * 

2 > g-tf IB5>J^-f : 3<9fitE8, 27, 77, J3 J: O^Oco v 7, r -Y > ii , 30 

[ 0 0 7 S] 

5: Ax MTs .,'®«-mtii. IL-10, zcytoK). is J: CKIL-nFt MDA7c0^sO|5?iJ^m 

ti«fi¥-ifr o-- fciife* & i i: ^-r- h & o sa« l a tfastaj mm m ^ T 

, sb^mms-nm®* ? > ■ ? n<oy ? ? '^pj-c^^l, t 5 y sse^j^s??? *la® 

»:oir^tj/^|:fst^ MKS-=*v»T&#|ftIL-TIF#ij ^ i^f- Ki|^f 
S+^A*^-tC)-i^T /n^ + ii, i ; . L ..r, ..t .. ^ ii^^^^^^IL^TlFitK^-^n- 

[ 0 0 7 9] ia 
IL-TlF*°^y^ WIT? /aS*I^^T*-?-W«©^(i. S&fi^&3^gE^» 
Ai±T 7 ^^-liS^SOT^^ t*^)^SE#S-^ti3^TS*a^ !iT^4 (Cunnin 
ghamiijr^lls, Science 244; 1081 (1989), Bassi^, Proc. Natl Acad. Sci. US^SS 
; 4498 (1991), Qjombs&iCFCorey, " Site-Directed Mutagenesis and Protein Engi 
neering, " in Proteins: Analysis and Design, Angel etti (ed.), pages 259-311 (Ac 
ademic Press, Inc. 1998)X a#^itft"Cti, ^^jSI^^Sl^^ T A J W.M%C 

UiJ£A£^T, iL^^-ft^^t^l^Uo^T^I-^,, f A, Hilton^, J. Bio 
1 . Cheni 1 . 271 : 4699 (19%)^ #aB 3 ft A ^« 
[ 0 0 S 0 ] 50 
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(25) JP 20O6-5OSO23 A 2006.3.9 

t ft , « , ?& J I£ ^■/0^>^C!i7>3'^t.fXtS £ X & IL-TIR ' & 

iH' & # 7> F £ ft ». -ta^K«ffli-4>HU^ "7> F S: ft © £ £ © , IL-TI Ftf U 
<"< 7'^ K*>Ml$& IL-TIFtfV '^7** KotfMflLi b: N - 7\ xt'K 7**tr» 

tK #3 jt i>" .* <?) J: ^ IL-TIF* y 7 * Ktf5ttffiffi) 4 Bf.H" > JSWtti ^ I- — "7*1. x ^ h - 
7£^frf[*.£-£^ KtiftiS^tttiSfii^^, rMf^^J IL-TIF£fcfi£ 

ibL^aiaw , jiffit^#iL<(±Ba#+4-?-wffi^uioT, s ftUftiL-TTO#, « 

, f £&IL-TIF^#f±0ingffl!3> L< (±@^a)^*r*ffii^^i-4'5-^«TjK iot, # 
f'Jlteft^c ^fflStiJ^TSKjfi'iciJSfJ, IL-TIFti. g£?ij#^ : 3lC^T £ ? 
U , A(T 5 7 MS 41- 53), ^ V 7«B(7^ 80- 91), ^ V •? ? X 10 

CCT 5. 7 IfiS^KB- 116). 45 J: 0^ U ? 7 7, D(T ^ y aa^l49~ 162) i 4o^-<\ ij 
-^^w*^St:J:-3T^i^ii4 9 tW s oT, ^f^ii, (a)±IElft^'J -y 
7 7 ?)lo * ft Ji^fe * ^rfr * 'J ^ "7*7 Kfl^ ; J3 <fc tf'Cb) i ft t> ^ ij v 7 7, ^10 £ ft 

■£-7 7v^7g ^C'fSC^'J^T^Fgfrfriiv IL-10, zcytolO v MM7, IL-15, IL-2, IL- 
4, .£ tfQM-CSFfc tT<D i> n -o «4o ') -y 7 ^©3^ it 1 * -l' ^■fXaoT, £ 
ft ii 7 > / * 7 1 «D T>fe * #S £ I" & # X & <9 £ J: Xf/ $ ft i± Jffi 53 # «'|4<?> v" 7" * 

t> KK J: oT * *> 3 ftf 4 J: v* 0 
[0 0 S 1] 

1- * DNfcfr?- 4 fel±i*Lt>tf>Bf>^*x - m& A ft * CnestecD (?) fc* * # & ft * k Bal 31 

-cftS^ 7 7 - K If ^ t * 3 * U ^ 7> K L. "C , IL-HRJ 
14, t ii^IL-TEF^^ 4> L < ii IL-TIF^'#^^fs^T^ ffifl U o nTKSt * c ^ * V 

4 o I fcti^ IL-TIFJf fe^ ^# S<0 Bf M" ii , *'^7- SJCffi * ffi ffl L T 

[ 0 0 S 2 ] 30 

-f>?-7iO ^fJ^SjScDi^T Jiji-^jfefiS^W^O^fU'^t^T^Hf^fi:, Horisberger an 
d Df l^terco, Pharmae. Ther. 66 : 507 (1995) \r_ I 0 rg^?nt^4 4 Zh%-> ft t A. 
if, * ■ >' i' n^mmtf<Vtz&vmmte*Wliti. Treuter^, Molec. Gen. Genet. 24 
0; 113 (1993) ; Contents^, "' Expression and preliminary deletion analysis of t 
he 42 kDa 2-5A synthetase induced by human interferon, in Biological Interfere 
n Systems, Proceedings of ISIR-7N0 Meeting on Interferon Systems, Cantell (ed.), 

pages 65-72 (Nijhoff 1987) ; h^rschinan, " The EGF Receptor, ** in Control of An 
imal Cell Proliferation 1, Boyntomb. (eds.) pages 169-199 (Academic Press 1985) 
; Couiiailleau^, 1. Biol. Chem. 270: 29270 (1995); Fukunaga^ J. Biol. Chem « 
. 270; 25291 (1995): Yamaguchif^. Biochem. Pharmacol. 50; 1295 (1995) ; jfcOHl 
fcisel h . Plant Molec. Biol . 30 : 1 (1996) K X o "CIBR 3 ft X 

[0 0 S 3] 

#<^7 5/^|ifi-, Reidhaar-Olsonfcj: C/Sauer (Science 241: 53 (1988)), 
ift iiBa^ieis Jt tfSauer (Proc. Nat'l Acad. Sci. USA 86 : 2152 (1989) )(■; J: oTP§^ 

^t^y^AftU affew % * 'J ^ 7*^ K * SJc L . ^ -e, 3E^«I6 § ft # V ^ 7"^ 
F 4: v' - 7" > 7 L T ^ ft ft ^i'i V ^ 45 ^ T 3 ft 4 ft ft ^> 7 7 I- * t is £ t & ft 
o^tlHiSi-io ftS+i £ £ 3& J -C§ & 7r-v7'f 7.7V-i(izt ™ 
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(26) JP 20O6-5OSO23 A 2006.3.9 

Lmman^, Biochem. 30; 10832 (1991), Ladner^ 5, 223,409^-, H 

use. mmmmmpz m ^2/w>x>\h), ^m^m^jf^^s^m^^rbyshir 

Gene 46; 145 (1986), ^i^Nere. DNA 7 ; 127, (1988))^^ tf 0 
[0 0 S 4 ] 

Sterner, Nature 370; 389 (1994), Steamer, Proc, Natl Acad. Sci. USA 91 
; 10747 (1994) . J; @ KfU » HI E3 £ #$97/20078^ J; o X ft ^ 3 tl & J: 0 
ilfclL-TIFjt? Is** KJsiCFjJS'^y^ FE5l«££*ti, DNAii^U i o 

-c ft Si- a .r t &v is 0 ffi s. ** i± , ?m \tmk:,-~ % , & dna^ 7 > y a 4 if Hit }- m < 
.'.-■=:riu:HaotftI^u 0 £ £ * & # iili v 7 q t: .a m A t £»ft*M~, : ■" 

<5D&«(±. Jfi«S €>^H#£ ft ii^fcattK^i-ADNAfr* ^SDNAfr* <7) 7 r * 
[ 0 0 S 5 ] 

L < ii "T j&ttlL-TIF-g gft t^t&*y^^K*3-Ki-4 &«105fe ? *l ft DMA 
[ 0 0 8 6] 

spat, *&««*ffl*ffift*j:tFtt-&#«)^;/*)\ 

IL-TIF^ y rt? ft < * ft a , £ *l 6 tf> # 1 J ^ '7 1 -,- Kltffl-)**-*)*^ im-n^ ^ > # u 
*<J^tf>* -f I- * 4 y KiB^? *4 i t si*? * &o ft t A. «\ «tIL-TIR3t*j3 Jt CfiB^ 

[ 0 0 S 7 ] 30 
L ft ^ot, #f*ffi ii , IL-TIF^x 'J ? ^ 7. <?) lo * ft {ift & £ £ t *> - o <r> 

[ 0 0 8 S] 

X-4 -tFD^->/D l )>, h 7 >7:-4 -t Ka 4 -> 7°Q V > , M-> ^ '? -> > , T D 

y^t-f>, - I- n >^ ■= t:^^ij^^^ f7V ?i jy>^^> 

ffi, y't Kd /c »; y , 3-& i: <J4-y -f- jv /d V > , 3,3-y y -f - jv n y , tert-D f 

J6 0=^4-7 JP*Q7 i^^7 7^/^tf!!) ! , C iL % URg ^ il^ n c xf*U 

^^T^$Q^^ 0 ftt,UJ\ +>^7A^^^mfi5C7? y 7->JWb?*Lft^7- 

i. v ^ - tRm* -iftffl i. -ctti*y ? *i & 4 y e h n 7,fA ^-gffl M'aa^tH, T .= 
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(27) JP 20O6-5OSO23 A 2006.3.9 

4 0 •l-y-tyT.&m&mtttr?'??.* P^S^iiiCFaSti, *BtSS30fiiitij$j3 j:t) ! 

-f-KJloTfl|ilS*l*c Rovertso^. J . ftn. Chero. Soc. 113; 2722 (1991 

); ETImanib, Methods. Enzymol. 202; 301 (1991); Chungs Science 259; 306 (1 
993); & X tfChungfc , Proc. Nat'l. Acad. Sci. USA 90; 10145 (1993)£#M£ iic ^ 

[0 0 S 9] 

ffiffl8&Ufc^Tfft>it*0'ureatti^, J. Biol. Chem. 271; 19991 (1996)) 0 £3<o£ io 

T7->, 3-7f 7 jl -^77 — 4-Tf7xX;V77-y, J £ }jt4-7 ;i/ # n 7 ^ 
h 19 ^ > / ^ 1 * K #A MU 4 Koi de £ , Bi ochem. 33 ; 7470 (1994) £ # BS p. ft, f z ^ 

a^^SSi^ t ffi*^Hz: & r_ t & 0^nn& J: ^Richards, Protein Sci. 2 ; 39 
5(1993))<> 

[ 0 0 9 0] ^ 

3 it 7^1, fc&F ? - K K J: o T 3 - K S ;Jt& 5 ; ?cf* 

Kfcft L t> 7 7 i» , 4J J: i ft if T 5 7 IL-TIFr 5 ./ K Jt I) *ft L T 

[ 0 0 9 1 ] 

fc&Wtt, =M!ffl*US«SftT^4lL-TlF#iJ^;/* K<0xtT h-rfc-grA^* 

KiA, jR*Wfr:fr£*ttfflLTffl£+*£i#rSafei;*.Mr, Geysenfb, Proc. Natl. 
Acad Sd. USA 81: 3998, (1983) £#M £ it£^) c 30 
[ 0 0 9 2] 

fit, tiL&&t£ummittm®<?>7 $ 

Si&ffiflif t-£^TSftj^&&<££ x.tf, Sutcliffefc, Science 219 ; 660, 

l )'*f* Kii, ^fflSKIERSJi**''^^ Kf:S-&t«w;ft*4CS*4fcJ!)(:f 
Stl^ 8 ^tfiHt^^SIM Hopp/Kfcxxtea^tt^n 7 -f « 

ffi1-£^£fl s T§&(Hopp£>, 1981, ibid.. BitfHopp, 1986, ibid.)<, IL-TIFK&'^T 
. £ftib<9£ttf** UT^-^fr : Cl>aS?!)#-t : 3^>t .= y ^#-^29CArg)^r-, ./ 
4(Asn) ; (2)gg?y^ : ? 7 ^#^121CHis)- T = j ^#^-126(Asp) ; C3)SS?y#^- 

l i-r. -■■ - 't r il^ivOln) ' , : K§#139(T)ir) ; W)S?iJt^ : 1. /®#^137 
0-ys) - T J ^t^-142(Lys) ; ^ j: 0=\ C5>S9S#* : 2^T .= y ^t^l45(G1u)-~ T s, 
7 m#-^150(Lys) o J % K , DNASTAR Protean 7/ O ^ 7 A (DNASTAR Inc. , Madi 

son, KE)*fiffl LT . 3ameson-Wo1f 7/ o ? h J; o T ^vflij 3 *14 IL-TlF^Jg jl t: I- - 

, CDg5?lJ#^ : 30T .= y ft* #28CCVs5- T 5 7 ®#^35(Phe) ; C2)SS?0#^ ; 3<7)T •= 
@S:i-^52(Ser)|^^55(Asp)-T^ y ®# -^59(Asp) ^ £ ii62(Leu) ; C3)E5i#^ ; 3(0 50 
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(28) JP 20O6-5OSO23 A 2006.3.9 

7 3 y ^#-^KPro)t^a95CGln)-T ? y $#^100(Gln) t £ ii 103<fcfet) : OOIS?0# 
^ : 3^7 $^113(Leu)~ 7 5 y $#^-ll&CSer) 5? (±U9Cmr) ; C5)|S?U#^ I 3 
^ftW123(Clu)-7 5 ^S#^126Ctep)4fciil2S(Hls) : feJ:ffC6)e?i|§^ ; 3 
0 7 ?, J $^l34(Gln)f A)±144<C1y)-T = y aS#l47CGly)*£fc 0 ^ffi^tfi^ 
Si, huIL-TIF-l(|S5lJ#-^ : 34 ; g^f^ : 3<OT $ J S#-^49CLys)- 7 5 y »£-^77(Cy 
s)*-&tr)S 7t i±huIL-TIF-2CKflJ*^ I 35 ; : 3^T .= y »S^89(Glu)~ 7 7 

®imoi(Pro)^if)3 fclihuIL-TIF-3(E5!|*-& : 36; gg?g$^ ; 3(07 3 J ® 5-^-132 
(Asn)~7 3 y |fi§^-l450Clu5*:^tr5t^tr<» 
[ 0 0 9 3] 

jftj&is-^ tr h - wi- a ^ Ki> x cf# v ^ k fi, iff 3 t < tmn ^ : 3« 10 
< i 4 4~ io(i7) 7 5 y is, < 1 1 io~ iseo 7 y £ £ ii&is - & sog^ 
r 5 y s t- £tr o iwi^^c^tfh - y * ^ yy k u j: cf *■ >j ^ y * k a , 

Fy-H?? ')-<r>vr-->'T4 *yw K Jt oTfflRi-*£ t Gt i xJ*. Lane 

i3 J: (/Stephen, Curr. Opin. Immunol. 5; 268, (1993): £ J: C^Cortese^ , Curr. Opin 
. Biotechnol . 7 ; 616, (1996) £ g£fKj £ ^ ) e r. t' f - 7£ ^tr'h 5 "/f - Yfr h 
itff-^^^L *LTtfcte*££i-&fca<9#$#fr;fr£i;L it*** - , Mole, T 
Epitope Mapping] Methods in Molecular Biology, Vol. 10, Manson (ed.), Pages 105- 
116 (The Humana Press, Inc., 1992) ; Price, r Product ion and Characterization of 20 

Synthetic Pepti de-Derived Antibodies J Monoclonal Antibodies : Production, Engin 
eering, and Clinical Application, Ritter and Ladyman (eds.), page 60-84 (Canibrid 
ge University Press 1995), 5$ X CFColigan (eds.), Current Protocols in Imnuno 
logy, pages 9.3.1-9.3.5 and pages 9.4.1-9.4.11 (lohn Wiley & Sons, 1997) £ J; o T 

[ 0 0 9 4 ] 

SEftftlL-TIF* U % $ V*+ K^itSe^)^ !r wy KKHfcWftfc < > 

1. < tit |sa^1-* -^^77 £ J: o T . $ tz m.UL-TIF#t#: H( *iIL-TIF^#te^#f|Kj K 

* K J: o P> it^» ?f? 'J ^ y^ ^ - KT * » i «) l^JW K li, » 

IL-TIF* 'J^ ^ b-^f - K!-i> mm<% : 3T^#*'J ^7°^- FC^SftC^4 < t 4 * 
L < ti70K. 80%, * 7L^±90%J^±^^T^V^ .y^ K*3 - 
[ 0 0 9 5] 

[ 0 0 9 6] 

^ v it ^ so -50 11 <7) * 'J 7 7 F ft Ci3 J; 0 ; , lo t ii^ %<n v >} 7^ p 

^-tr^a t ^#m-f*^ y *t ? 6 csttts o t ^ ar, il-tif*° «j ^y 

•^Kii, *g]#lt ^5, 155, 027^^3 Jty-^5, 567, 584#i,:i^L.. 7 ::Jt- t-i, Sl^LT-S* « 

y 1 ii, 'j > ^^tSM F ^ -<> *-&tf e 'J >-IL-TIF# <J 

F^^i*Si , LteTJf ft 3 .fl./::.^.^S" ? i > rt-c : > ^ at ^ /• -1 ^Tl -TTFH 

2. A 56 K , UK 65 £ F > * IL-TIF.^ «) ^ F K»^S«;t S f T * £ 0 i t X. t/ 
■^1-* 'j # > F S-^ LTIL-TEF* 'J ^ 7"7 ZbKXty. ^tb^&htlZMik 
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K> -f >H KZtrZ k&V^&c Tuanf^ Connective Tissue Research 34 : 1-9, 19 
[ 0 0 9 7] 

A i± 23- 1B7H *f L T * g 6*1 H E K^J E -14 * * + & « * «0 * 7° 

'CS, dS>Jt}fr#y^7'? K| t/j -4 1 L < (i ft ;i . & £ .. it « . ML 

* , i*»T a , *> L < iifEJlT* , %il L cai&^lr^'t & , i fiIL-TIF££:& i 

[ 0 0 9 S] 

^SW/vft t ii & ■& *° 'J ^ 7^ Rwffcg K , £S 7"f - N\ & 

# V ^ 7"* K ^frlL-TIF** 'J ^ 7*^ Rii . |&*&ft tc£ o T-fife^ ttf^ L ti !@± flflJI&U 
It?* S C t 3*? .& & o j@«J * . •-i-.D^,;; J: 0 Tf:;W|^ £ A (A !- v > * 

7S.7 Y ^^^Mr&i t^-?-£, igs jsJCfltSSfrfcS^ 

Afl-^*J*ftU «Dm^^>c>m£«^#.A1-^^^^^f^i, Sambrook^, Molecu 
lar Cloning; A Laboratory Manual, 2nd ed. , Cold Spring Harbor Laboratory Press, 

Cold Spring Harbor, NY, 1988., 43 J: C/ Ausubel^, eds.. Current Protocols in Mo 20 
lecular Biology, John Wiley and Sons, Inc., NY, 1987K J: oT|B^ $ *IT^£„ 

[ 0 0 9 9] 

-C * Jt 1* . # Se^) $ ft T* iiFJy DB47-*- #S0 *^n-±Tftffl?ftttJ;v^t 
fcj: ^^©xi^ y hwiiifiii-, ^ lift itt© v-^ fl^ttH rt o jv- * y 30 

[0100] 

^±«©£&^UIL-TTF*° K*|fij*t-i>fc«>U, TO^^ft'EJIJCJ - ? 

^>jfev'^t^e?"Ji±. IL-TIFotOT*oT*<tv»a:tAlir. K^Jt^ :3cOT^y^l( 
Met)-21CAla», I ag-fe? it*SI© * > MC^ t £ iX, t-PA)KS*T&^S 1> t 

s-& ? jt , t 2o(oge?y ix , ie t ^ v - r : ■■)' >- if 7 v- a ~?m% £ it, n±jwas« 

Welchi^, ^§#^^5,037,743^-; hblland^, #gi£SH£5,143,830£*&BB£ ft 

[0101] 
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(30) JP 2006-508023 A 2006.3.9 

iller and Rosman, BioTechniques 7; 980-90, 1989: Wangis <£ Finer, Nature Med. 
2 ; 714-6 , 1996£ # BB ?hltV' e ISSfe £ is *t SSj^X-^'Myf Y<7>M*k it 

, Levinson6, * H# Bf 713,339-5^ ; Hagen fc, 7fcij#|^4,784,950f ; Paliuiter6 
, *@#ftgs4,579,821# ; ^JctfRingold, #@#M4, 656, 134^(1 5 ft* 0 Sflj 
fciSM&S&fflH&li* C0S-l(ATCCf^CRL 1650). COS-7(ATCC§^CRL1651), BHK(ATCC# 
^-CRL 1632), BHK 570(ATCCf^CRL 10314), 293(ATCC#-S§-CRL 1573; Graham*^ J. Gen 
. Virol. 36; 59-72, 1977), J: Cr>* 4 £ ~SP*0!: £ X.tJ, CHCMGL ; A 
TCC^CCL 6D.UHkmfet^tr 0 £ £ 5r4S§)*tMta<feS^Kffi:^ t* Js^-CffiftT* 
ft , Tjt^^-j'-i'/'i JV-f- * - - ^l^-J-ysy, Manassas, VA^ £^#11 Bra- 

S7i^$^nt-f-^^Lv> 0 fciiil *g£tt$4,956,28&4§-£^JS?j|i 

45 J; 0*^4,601, 97&f-)i3 J: C?Tf; t> i /i^igftSlT'p*- ? - <9fc<0*-£fr o 
[0 10 2] 

~ I ii , yt-ifeDNAsi^cp A 3 ft£i&#ffia£i fcflHfe* SKi"* £ * - & Kit m £ 41- 

Steffi &*i* c mil, m;i'^/P»aiR#j»ff«ET-e^itsftft*^*L, #a 
tf#4i-ayt HuMi^* -e^ttosttSttjte^Cfctifir, 

A: i*CD4, CDS, tU MHC, JfcSfc? > * ij 77>-W i^ffllfeiSi * ^7 f 4: 
, FACSv -f-;^/|f; ^^^tf-^ £«f£ffi* £*<^& £ J: , r?>*7:c?p"sii 

[0103] _ 30 

HT^T^n-'^T'^A • 'J v^>' x>y^ (Agrobacterium tumefaciens)^)if ^ ii, S 
inkar%, 1. Biosci. (Bangalore) 11; 47-58, 1987{- J: o Tfl&IB £ *i.T^ & „ Fc&« 
feJc^^^K^it^n*^'/'^^ Ko£±UU Guarino ^, *H*iftF5. 
162, j: yWFOf lj|f gGS&l§ £$^94/06463^ ^ iotH^MU, ^fefi 
, -'^ ^ n '7 JP^ Kgftti - t * s ^# , * - V 7 77 r - 

(Autographa calf form" ca)^#^ 4 )V A CAcWPV)^g JfJ, King, L.A. and Poss 

ee, R.D., The Baculovirus Expression System: A Laboratory Guide, London, Cbapma 
n & Hall ; O'Reilly, D.R. £>, Baculovirus Expression Vectors : A Laboratory Manua 40 
1, New York, Oxford University Press., 1994: }$£rj^ Richardson, C. D. , Ed., Ba 
culovirus Expression Protocol s£# SB £ ft S^i'^aU")^ X % iY&.i"& £ 
2tf)*^!i, Lucka^CLuck^, V.A, 3 Virol 67 : 4566-79, 1993)(-; j: oTKtt? HX 

F7>A^:/>Cl'J^f;l^1lfflt^o Hill-Perkins, M.S. and Possee, R.D., ] 
. Gen. Virol. 71: 971-6, 1990; Boming, B.C^ J. Gen. Virol. 75: 1551-6, 19 
94;3£m-, Cnazenbalk, G.D., & J: CFRapoport, B., 3. Biol. Chen. 270; 1543-9, 19 
95 £ % B3 ^ f t / c i, 4 1 , £ f-, : , . - ; - v-jj, s&tj. § il-it IL-TIF,^ y ^ -/^ F , S ti * ( ^ ^ 

B, -kit, t A. i;i:Glu-GlLJi t: i - 7 '?^i^frit#tU (Crussermeyer, T. e, , Pr 
oc. Natl. Acad. Sci. 82; 7952-4, 1985) 0 |r:, -ffitcfi. Click and Pasternak, Mo 50 
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(31) JP 20O6-5OSO23 A 2006.3.9 

lecular Biotechnology; Principles and Applications of Recombinant DNA, ASM Pres 
s, Washington, D.C. , 199 ; King, L.A. and Possee, R.D. , ibid. ; O'Reilly, D. 

ibid,: Richardson, CD. , ibid.)£#fl2 # ftA^<, 
[0 10 4] 

VttM&*£re>.*Mfc4>. tgrnvftfrtttUTZMMtm * *i* il-tif# v ^ f 

o itU:ilT, #UBIi«^aEWiFM(i, -fry fro^-tr* • -t Hf->T^<Saccharom 
yces cerevisiae), t'tr- ^ h 'J 7>(Pichia pastoris), 43 J; a t: tt T * ^ ; ^ ( 
pi chi a methanol ica) £ ^ tf * ft HI^DNAti X «) S, -fc V h r v r J^ffl ^ L , ■£ L 
T-?-*LD-^fflLS5-x.*''^yf As^^ii, fctjiif^ Kawasaki, 10 

^4,599,311-^ ; Kawasaki/^ * gift ft £4,931, 373-5§- ; Brake, % @# ft £4,870, OOS-^ ; 
Welch6, *[i#3f^5,037,743-f : & X C^Murrayf^ , 7fcH#§^ 4, 845,075-^ ; Kingsman 

*[H^ft^4,6l5,974# ; fc<fctfG1ttei\ *S#£fM f 977,092#£i * 
o *S#SS4,990,4i16f' ; ^5,063,154# ; ^5,139,936 £» J: O^Heei^Vf- 

^BB^ftAl^ Gleesoni^ 3. Cen. Microbiol. 132: 3459-65, 1986, & j: 

tFCrecg, ^li#ltlf54,882,279^4'#BS^n^^o ^ "7 V s ^"1 < Aspergillus M 

dcnight %mm$m^,u<^<r>i3mm^x%mixi>x^ 0 t^-^-^a . 

^ ij vyt A (Acranonium chrysogenum)£ A ii, Sunino^, 
If £5,162, 228-t Uiot^MU., >' * f £ (Neurospora) # ® |£ «rt & A *!> <0 £ 
j£ti, Umbowitz. ^g^ft £4,486,533^ Jt o TH^ 3 20 
[0105] 

^1^&F^£«97/I745(>t, @R£H&ft*97/17451f\ @R&|*J£»*98/t)2536t, 
45 J; EFH ^ ft i £ 96/02565-if K i ^ ?HJc 
[0 10 6] 

^■?|^DNA^yt--||mi-&^J6»#Mj{i, ^KftW i:J3^tlS0^^(ci *.(f, Sarab 
rook^ , ibid£ £ ft A v Oo 
[0107] 30 
Tisffl 1 4 A t> K it , IL-TIF* U ^ 7^ F J3 J: E>*# U ^ 7^ F Br* it , 

#u * : - " 8 # £ y-f iStcat Lt, ^so^Mff , <t ij iff i l < a ^90% 

^>M,tv Jt *> jif a? L < i±i95^M«K||gi-& C 1 3fl L < , #t-99.9KU±^^^Kj 

[010 s] 

^.^^ ft Ail^^IL-TIF^ ij ^-/^ F(5: A f±* ^ 7 IL-nF* U K)(±. J: 

tf / 4 ii I* % «fl S S i> <£ CP^ffcPS-^ffl t Tfl^T^o i t iir^^v 

r u — ^, FFCphamacia), Toyopearl "f^- 650 G"oso Haas, Montgoneryville, PA), 

JPH: (Pharmacia)^ ¥<f.K 7 ^ - ^> y 1 ^ t A ii t ^ ^ 'V* U J: ^ SS# 

#ft 3 ft A & <£> : S A JiAmherchrom CG71 (Joso Haas)r> ^ao^ 'J 77 9 A-WBi* #t>o 
#7^tf-X, ->'J AS^wSBi, ^bv-y^n*. T^o-xti 

- x\ $ ha t # n - 7s tr- * * ^ v- ^ e- x\ » ? ft a -^'jt? u .= 
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(32) JP 2006-508023 A 2006.3.9 

* f b & J& t> k i «. 9 y / ^ S soft if * nr i? i" & TML"CiJ:i> 6 * v 7° y > 

m%-\t u £ « *° y ^ t-^ k * & * * * w ^mz , ^ s-s u * ^ -c m * & , 

£ o T$:£ £ ft £5 f:tx ii\ Affinity Chroraatograpy : Principles & Methods, Pharm 
acia LKB Biotechnology, Uppsala, Sweden, 1988 £#BB £ itt:\^ 0 10 
[0109] 

IL-TIF* y ^ 7°^ K <£ tftf y ^ 7° F >t Si , i ft « £ *J ffl T & i i J: -a T 

Sulkcwski, Trends in Biochem. 3; 1-7, 1985) 0 t y^Ci^.tt^^ 

> fcffl £ ft % #flW * > L "C *i o ,t £ffi J l±*#t * C ^ 1- ij ? 7 

* i- i&g ? n , ss-^eb-igm , ph^&t , t * i±sv » v 1 t-M eymm k * \) s ft & 

c7l'7'77.f-iaoT7^y H"ft? ft * V* ? SO^ISJOtethods Enzymol . , Vol 20 
, 182, ["Guide to Protein Purification! M. Deutsche rH , Acad. Press, San Diego, 
1990, pp. 529-39)& Jt m &1±IL-TIF<£#tt«>ftffl * frfr o o3t,*4 ffl# v 

7'D7ij> f?m >)<*>»^tt*, *t«*fl&iei-4A*tfli*L.Tt jti*^ 

[0 110] 

A: ti'W 7* "J v FIL-TIF^ $ % ii, ^-aoffi?) tht-f I- *>f>77? 'J - * ^ 

b^Xll-TI^Wii L < it F>' ^ ^ *1SS LTflSiS^it.* (Sambrook^, ibid., ATtsch 
ulfc, ibid,, Picard, Cur. Opin, Biology, 5; 511-5, 1994, i3 i O 5 i?#I) 0 30 
c *l & J: tK ^ ^ * U ^'/^ J: *) * § F ^ A > * A l±IB«^ 

mmfc*&t.T.i i x< , *^^^«^'^7/^Kujgffl^^ii^§^ 0 
[0111] 

Si, Sa-^^^^^S ^M77^^^*^^3i 1 J--r -f ^^7 F-A57_r?- F#^*'^ 
n^f K , i^Si <o i * ffl S (■■: iai ; L ti hit. lU-=TSUH»^fffiU 

4\ IL-10, zcytolO, M^7, IL-15, IL-2, IL-1, Ji J: CWH-CSF* t*WSlf0 7 r ? ') ^ ^ 

> ^<-^i!|r!-: Jv i:i:'i::tfl^i- ? ^ ^ t IL-TIFt <7)U\ LTii£^o Zr/ji: 

fr^yi-*>m\. ^'Jv^A, B, C, D, |3j;tf4otf)Aijv 7 xftti 

;t*f h tw >^^t^^, ijt^tffifes*i4^ 0 i^i^^a-^^^^^f a, 

ft ^ ^ ^ 5& F T , IL-TIF.^ y ^ 7^ F 4 ii -e ^ ffi ^>S*P «D 4o ^ y ? ^ 7, zifcmik 
■9- f ^ A ^ > 7 7 ? *) - ? y n t m t ti^ti«4^*&5^^^^^ /n?^ 

si, *<Dmv>tent'7fi 1 x k> % 7: 4; v c 

[0 112] 

IL-TIF^y^7/^ KiCft^^it&^ft-&^V^7^ r-coS^fflS-r* Y * 4 's ™ 
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(33) JP 20O6-5OSO23 A 2006.3.9 

. ^ 'L^ft & <£> H * >f > . if IL-TIFao -\ M : f 7, A - D, gi f~ (±* jffl # K ffi IS 3 *l T 

fc£ * 'J ^'/^ KG* t L if. IL-10, L < iizcytolO, t\?K SU^M h*-f^ 

ufist* K.?< f yi> t < ti^j*)t ^ - K-r*^4 < t ^i^^b^ena^u*!- i 
-:, f>7P- hi s r ,jf^r^ a i ^^.s^ ft &<> 

SEV*T^'J? 77C, gi^T^'J v ^7D£ ^frj^L .fc4o3>^U v ^ * JStMtit-H- 

-imm%{m.i-& /z^K^^mn-^ t^^il-tif* u k^bs**^ 3 
ffE^^f^i-tst^ii^fHo fzttif. y-f * ^ «;> ? * * a, b 

iWUKlftSftA^U ;'7 7A-B, B-C, C-D, A-C, A-D, B-D, 4 tz lilL-TEFsK 'J ^ "/■f- F ^ 
[0113] 

£ IL-TIF** *} ^ 7*^ Ki ii £ ft & tt, ^t*-&lft-e«S * ftT ii I ^ c IL-T 

IF* U F fclU S S # * i± £ ft # ; a */ Mfc 3 ft £ tf> 4 i* r 'J 3 ^> H b ? n 

<, J: tfS?M>' + * - y t ? Jtv> £4 4 < Jti**« ftiA. 

if, ^'J^rf-Kii, fMUioT, r:Uii, Merrifield, J. An. Cherti. 30 

Soc. S5; 2149, l963*;jtoTea<ft?HTv»^ jt^{CS8lli-^it^-t?^*o 
[0114] 

IL-HF#^ i± . IL-TIF^ ^it S ^mi"^ fHfe^if^, M>ZXf/S tz it C ft H jtt + 
* fir & t * I) M * 4l*«7 :v -t ^ £ ftffl t TSJ feT * i t § « o IL-TIF^# * jjffl 

m« ^-fb ii , # n n £ ft * 0 ii-jimm^ -c* * j: > ; v. m, tfzti&mwz mmn& 

H, IL-3fe^^r>BaF3^-ftfflfeCFalacios and Steinmetz, Cell 4: 727-734, 1985 ; Ma 
they-Prevot% , MoT. Cell. Biol. 6; 4133^1135, 1986), FDC-P1 (Hapel^, Blood 64 
; 786-790, 1984), fejryMffe (Kisst>, Leukeuria 7; 235-240, 1993)^^-^^ 
^ttftftZmmmii, miZKrz%m^?XMiLT&?-ttf^£*>(Ktx.i£, Green 
tergeri^, Leukoin'a Res. 8; 363-375, 1984; Dexter^, in Baumfj^ Eds., Experimen & 
tal Henatology Today, Sth Ann. Itftg. Int. Soc. Exp. Hematol. 1979, 145-156, 1980) 
o jttAlJT. ^^afiSKlEis^ft-Cv*^ J: v IL-TIR\^u-S#^^##zcytorlVC 

v t^t^f^Cffflt^^U^I^ zcytorlliJj:C> f CRF2-4Sr|Bl^#ll-r-&Ba 
F3^7£t^t^mClL-TIF^##)a, IL-3*g-4 ^v^^TlL-TIF^ V r\>7 %\Z.%$ LX % 

[0 1 15] 

-TiFff >,» ^ , imm, mm, nmm, mimm, fii^jo;?- vi 50 
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W1'«S UOL r hot, 4*liai«|J5:3a^7'Ji'KlL-TlFj3'^«#-r*ii 
K J: o T -f > e X* M gt^ci^THo §B 0*t# * ft fife U ^ F ii , ; 

g^if a 4 ft !-*s^fc*s£-i-;& t ? *m &i±. %&%jmKs^xm%\'?$> & e ft t a. # 

, it3iatjWS1-ATyt-<&{±, -a- h 7^7 Kfe*t~*rT-Mb^ j.|i(Cavanaugh 
£>■. Investigational New Drugs 8; 347-354, 1990, LT*^IS#^^§^ AH £ 

j&Sti§Sft£*i.ftj*$' l--**- Ktf>JRt) &<MCook£>, Analytical Biochem. 17; 1-7 

<30i#^^ODMA^^lK*) ^(Porsfmamf,, 1. Immunol. Methods 82 ; 169-179, 1985 
, % t: s ; i. x •, 13 ijh i i : ® & x h h i i o ) , isi: CFr r 7 *f % ) 7 Affiwfgffl (Jtamann, 3. 
Immunol. Methods 65; 55-63, 1983; Alleys , Cancer Res. 48; 589-601, 1988; Ma 
rshall£>. Growth Reg. 5; 69-84, 1995; & Scudiero^ Cancer Res. 48; 4827- 
4833, 1988; ±Tfr&Bb LX*mMK&&^frhii&~>& ?<Z>T <? ±.4 fc££tto & 
itZm&t&Tym&tt, ft**.fi\ MtS'Bu $i#5£t£t^ £fttt#l*tt 

ft^tO&l^fieti £?J ^iilftffl.&gffi - • - '^Ul^St'O^rr. FASEB, 5; 
281-284, 1991; Francis, Differentiation 57; 63-75, 1994; Raes, Adv. Anim. Gel 
1 Biol. Techno!. Bioprocesses, 161-171, 1189; £T^#BS£ Lt^WlCfflAAft 

[0 116] 

•Y r * >f > IL-lOii, lSOt^EfclK Jt oTBBaLft 2o^) « ^ 'J ? ? 'J * 

KSUJfe^fc^a S it&rMfei LT^St^ J: i U£x.& 0 ft t x. fi\ Zdanwfc, St 
ructure; 3 (6) ; 591-601 (1996) £#M $ jtfc^ 0 IL-10{i, ?§tHbLftTh2 Tfflia, B 
^7^y+J--f K iiJcV^/T^o^T-^SttTi^x Thl 1»od&^£ 

-f V £ |SI*1- initio T jts& 3 *t t4iv> 9 ft t x_ ti\ Husf> v Int. Immunol . 4 
; 563 (IS&jfeitfD' Andrea^ 5. Exp. Med. 178; 1042 (1992)£#MSil£^o i 
ft , IL-10tf , tf i7^^7- ffl.^ is J: ffif/ Y^7r-yi:Ut^ I- A > # 
SS'Eftii tfl ! S§MLKo titx.&* Si££<oHus&, ^i^Fiorentino^, 3- Immu 
ml . 146 ; 3444 (1991) £ # BS $ *t £ v > 0 ,i T , IL-10& , 4VV*-V> flfcff 14«f ffi 

usifti^tt^ c t Mm£Hfto RHiu, il-iou^t k»s 

$ Hft f&14** I' & - t ^ , IL-lOfJft K&m ? -fc ^ fe* IL-TIFffi'|*^ T v 

[0 1 17] 

IL-TIFii , >7 f X (Oiiii.^ ^ fgffl L T , >t:^^J3l^TT^-t Ti-^ii^^^& 
o ■ ' i -i - u _ - - ' *■ i 'i " . - - '\ - x -f , Hp^,v; 

, 7 ^ -> ^. T 9 < "-s i3 J: £F T rV BI1* '7 A * 7. CAAV01' ^t^o 7f^ Y ^ 7, ii , 2% 

**C^SH^o^-Cfi^ T. C. Becker^, fcleth. Cell Biol. 43; 161-89, 1994; j3 Jt J 
,T. Douglas and D.T. Curie!, Science & fctedi cine 4; 44-53, 1997$ ? Hft '/0 5 
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(35) JP 20O5-50SO23 A 2006.3.9 

T-/V '7^ jpaJ-v Aoo-g|St'X£1-£TfV >pa^ ^-fcttffl-?-* f 
-Mi. If«7^-->a>f:JtoT, £ jtrtRH#h5^^7*^ h3tt)fc75*5 F 

*fe^i± , ft X 4=3 '9 Elitfe^ j**fe±;Wfc C* a « K ii , n 

h 293ftf fcffll!& c * * ) i : X ■:■ X& $ S U * ^ PS *J . '7 ^ * tiftg L =& ^ £ # *. P> ft* 0 

Ktz9yr^/%M, jii£fcMft£ftSftfcffE6Ki3^T1iSM-A»K lg£L*3!!&Uft i* 
■t -f & i -?-c ;• s <> 

[0 119] 

77 9^,'M!t 3 ftT& iU J)B;LTE2A$£iiE4<Dfc£i£fr<l_usky, M.£>, J 

. Virol. 72; 2022-2032, 1598; Raper, Hunan Gene Therapy 9 ; 671-679, 1 

998) 0 7}\itX; E2b£>££ji, :fe«^^it^?-^^i<!;^$^5^"C^^CAmalfitano, 
A.fc, 1. Virol. 72; 926-933, 1998)^ £T^T x 7 ^ 7V A £ a£ £ 

ttiiCiot, £feDI#to#*U TC^-f^^}- £!|£'#T*> £ i ^(7 § & 0 7 4 JV 

^aDWWTC^^-Y h»»At#t$fiP*^A 0 «6Sauo^T(i, Yeh 
, P. and Perricaudet, M., FASEB 3. 11: 615-623 1997£#B£J £ ft£ v> 0 
[0 12 0] 

* * 0 am&js^jau s-a l t ^ & ^ * ft tt\ t ? ; * y ^ * u l ^auia t * 

3- KtiTfy-J'f )Pa«^# fcW 3fc^"C, Hte,t*4lit*ftT - CJ$* 

L. > £ ft Jt !-) , f t * jj!9 d&g-g * # *s "f K * %3 mi £ # & £ £ s5 <T § £ e 

(Gamier Cytotechnol. 15: W5-55, 1994^#bb j h<D /u h 3 n>T? 

t , m ? ft , ? ft a m&L?>;-<$r n a . an i&k m § ft ^ ^ > ^ f coi* i n ^ c 
tz29mm^m± m h ? )i^m\Hx\ y - = . v % & T "V-> t j: ^ 0 

[0 12 1] 

I ti ^ t L ^ fflJ&flli^ © Bfi# i L < ti U S ffl -C* * o Lcs^T, 7^Ki, 
iitn-c** fciiJ6#;Ki3v»rx ^.(fex BSfi.fe. M'Mfc* >/-tit#3j:yf#suJt'|*<o 

[0 12 2] 

^IS^«oiFL#i3 J: h t- r > t*^>T y $ 1- c ft ^^il-tif^ j: o t 

ff ^ « i* ft&o' : 7 .fc ^ oiMtLTi^^i,, t^^aMJ, dfeSE t 
«4> f ii^i I" h fz £> Vih *) .ffll Ol^fi (-1 1 ^.JS^Cif if ffl, fS'l^fc 
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06) JP 2005-508023 A 2006.3.9 

[0123] 

* A , IL-TIFii. %tMmjrm.mm Cr 7 7\- 7 I- A& 71*3 f& 
[0124] 

il-tefjH ^ Ki±, %m? o r y > *a«*:ii2otf>5£ftfcj* k* 

& 0 i^Jt^4rjB-^i**gS».i-&jt«>^SJ±, *S^^5,155,027^j3j:E>'^5,567,5 

84fc nil;),,, y. i. v . ,. o ftesiffeii , (••;:..; . Fcg^77 ;i 7 r i •"*•.>,: 

TSK.?JU 0 £<9^y»»<fr#»jU (AiuLfcT, riM, £fe£j3 £tfi*7t:^ 

S»£^U, ELKA^-eftST** Fciitrftii, 7 r-7 ?.!:•■;: y : §?A6*i 

[0125] 

W C I A tiffitt s fflte/ffittfctt tf> 1-3 <0 ^ 7 ; * - ) Sr ttffl t « t -y -t -Y * A li i *l 
^^iff ^^fM-, i3jtt^lSil|6aSlKAW^/'«-Y*-t>-H'-«g<BIAicore, Pharmacia Bios 
ensor, Mscataway, NHfrfc-frJ: < ftffl LT* J:v\, 1st ft, ffift/lfi 

t±, karlsson, J- Inmunol. Methods 145 : 229-40, 1991, is j: ^Cunningham and (/fells 
, 3. Mol. Biol. 234: 554-63, 1993 U J: oT Rip # *U-> 0 7-'^ 
4 A ii$f>ti±, T 5 > 4 A ti* JU 7 t K y Mfc^£iiS LT, &Wtfl4fel*i£>& 7 * 

h 9 y«ilu^Wft-&$it*c f^it^l o t«-7i;? iu - ., " 7 1 . 
i tf 1- - 7 . f a sis i&tt .t> mi <o 7 7 ; - mt Pc £ -t & i§ & , ii -n m 

'MZtlK&Wit, i AJi7 ^^Ui^U ^7 ^ ^^<7>S® 7 t 7-^^7itP.i<7>g? 

■ft t L T K: J1 ' ^ "t ^ fJ" T ■ '" r f L '7 3 i € 1 i- 0 zcD: ^fAli, * > -43 J: 

&Z t^^T^^CCiphergen, Inc. Palo Al to, CA) 0 ±JE L A BIACOftE&tj ii , M 

^**^/D-f JVtftft^IL-TlFiK V ^ 7"^ K±©R 1 1 A ti^i * x^'K 7'^g^T 

[0 12 6] 

* As 'J KSS^Sft:*'^^ Kii, ^»^Sf i:^^T^»^«1^7 ^ -t 

4 ^favmmi'& z t -f^ %bs z.<r>x.* } iz-& t \u e -^efptt^^so a*<oj^ * 7 ? 7- 

■v- FT>#CScatchard, Ann. NY. Acad. Sci. 51: 660-72, lM9*#w?*l.A ^)#3 J: 
^lil'J^T -fe-f (Cunningham^ . Science 253 ; 545-18, 1991; Cunningham^, Scienc 
e245: S21-25, 1991)^g-fc- 0 
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o ^Sfct IL-TIF#<^7> F (A 3)0^4 < fc*>6, jiflL 

S5?lJ*^M^Jf^it: I—T^^M Fig***-?** 0 o IL-TTFtf ij -r/ 

* K<o*a&55\ t" * h r y, j WSSi<n^<niXi-vm.lk^-kh # 'J ^ K*^i *i 
S*L;i:*$\ fciCMr^') 7 ii^n^fi, 

H ti K ? *LT ^ ii^C, 4otf>^ V y ? 7, jgifcflS £<*>^ l ) '? ? X * £fr ' 

0 ttMk LX\m-ir&$$ L^T^Fii. *KOTK?EP6§*IT^& J; * ^gff 

US\ ii§3^»li^>^^ Kl±, tJLT*£& : 0>ffi?ll*# : 3^7?, 7$^29(Arg 
)-T5 /j»§-5-34CAsrO ; (2)gd91jf=# : 3<7>7 3 / ®#-&121<His)- 7 3 7 ®^126(As 
P) ; (3)£?iJ3-£ : 3tf>T^ y$^134CGln)~7-, 7 m#^139CThr) ; (4)g^Jt^ : 3^ 
T -:. J K£^137(Lys)- 7^ ®$*142(Lys) J & J: 0\ (5)§£?nj$^ : 2tf>7 5 / 
145<Clu)~7^ y ^#^l50(Lys) o fcfcx_f*\ DNASTAR Protean ■/ n ^ y is (DMA 

STAR, INC. , Madf son, WI) £ ^ ^ t\ Jameson-Wol f plot J: of f-vl'j 5 ft & IL-TIRSJS 

1 f, - 7i2, ffll ^jfiffit tT«£S , I ■:> tftt * Ji, £ * *^ifU£ 
^SilT^S, i € > j:- ^xCSUi, CDS*** : 3*>7 * 7 »#*28(Cys)~ 7 5 ./ ®# ■ 
-5|35(Pbe) ; : 3«t 3. V M#52(Ser)| fcli55(Asp)-7 5 ; R#^59(Asp) 

4 A ii62CLeu> ; : 3<7>7 = ./ jt«94CPro)i: £ ii95(Gln)~ T y $t^lOO 

(Gin) 2 tiU03CMet) ; ODgfiFOl^ : 3<7>7 5 / «##U3(L«Ji)- 7?; $#^118(Ser) 
4 A iill9CThr) ; <5)Bfifll : V>7 * 7 $§^123(Glu)~ 7 5 / $#^126CAsp) * (± 
128(His) : .!;; J: 0 : <6)^?iJ-t-^ ; 3<t> 7 ■ / g t#134(Gln) * feiilKGly)- T 5 Prt# 
W(Cly) huIL-TIF-l(@e51j#-^ ; 34; : 3<?>T ^| 

t^49CLys)-T ■= J a#^77CCVs)*-g-tr) j 7::iihuIL-TIF-2(gB^t^ : 35 ; @S?nj#^ : 
3^7 ? / it#-^89CGlu)-T ? /' ®-t #101(Pro)£^tO£ Kr<ihuTL-TlF-3(E?!j#-» ; 36 
; : 3*0 T?. y^t-^l32CAsn)~7?- y^«l45(Clu)*^^)^^?> 0 

[0 12 8] 

i f> <ol^flR C t A !i % si B > S ft l :*g fli" 4ii lotMt ^ f& & ^ § tcfi*1- 

/Ha^ifc^o Current Protocols in Itmrunology, Cooligan%, (eds.), Natio 

ml Institutes of Health, John Wiley and Sons, Inc., 1995 ; Sambrook^ Holecula 
r Cloning; A Laboratory Manual, Second Edition, Cold Spring Harbor, NY, 1989; 
£s X (/Hurrell , J.G.R. , Ed., Monoclonal Hybridcma Antibodies; Techniques and App 
li cations, CRC Press, Inc., Boca Raton, FL, 3382 £#B3£H;t^ c 
[0 12 9] 

v , -V t 7 _ ^ ji , h 'K '7 * ^ , vW, £ i 0= 9 y h 4' , IL-TIF# ^ 7> K 

4 A c n ^ ^ If ft- K Jt ig ^Si- £ i t K jt 1) f^gi- 3 J T* ^ £ o IL-TIF* ij y + 

5 i: IL-TIFi it <0-gE©»-@-fr4 ?K •? ^ 7/^ *tr„ 'J ^ 7/^ Kft£ 

CKUi) , ^>iiT,v7 ^ y CBSA) 4 7t ii&%jH h * v ^ F 4 tOii » ^ J: < ii£ * 
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(38) JP 20O6-5OSO23 A 2006.3.9 

[0130] 

$ S ft *■ 7 n - + jwftfl:. * / 7 n - + ^it#\ * F<ab' ) 2 & <£ £FFab7 7 ^ 7 

4:tt:J:oT, I fcli3t£r*#fc NTO K7-Y ^*S*&tri £ u J: oTGUfittU, 
§I?H/:^f^fao-CE h^|jSti^f>^>Fj! >* Tiiii ^ (doaking)J 

-7 F7 >i*H~#t: h^E*$F-SLT^TiJ:v» 6 t Mtfitftfcil LT\ 

h tfc* *± v wpoff ijfr m m m. & m jk Knm$frz>z*i^ v. h y u 7° y 

^l&f 0 u»$a*ftfc f^a-;^'?^^ M^ufc^xMSft*, ft 

StHt £ it * ^ * l± m fc. S ft <b <> 
[0131] 

m\fex <k i>im%^mm^\ il-tif*"»^t> v\ v\ ifciixi; 

I L <(±ltfM- 1 ifcli-tftJfcLL, £ »)|f$ L< tU<fW l i£itZZit&±, 3& i cuktift t 
L < itlffW 1 * A tt*fttt±^£#affltt<!Ka)*ir;i- 0 St#^-^fflWtti±, t xJ*'7 
+ t7f^ KCScatchartO^MCScatchard, C, Ann. NY Acad. Sci. 51; 660-672, 19 
«)* ffl ^ T , m * t £ o T«fiU ft£ 3 ft* £ £ #T & * 0 
[0 13 2] 

tJT, HKl&^x^ 7 > 7'u ? h##f£E^T, IL-TIFitf U f?+ FTl^^ L#-Lflfl 
iti^'M^f K* s Sa*b*L-C'^^i ^<7Jfe&rt&vifeXL <£ oTiSSftiCAusubelfc, 1b 30 

^^•^7 t 5 ^oiftt^^.^ w*-* i * ft ffi u is* S ftT n & & 

% o * A . J* * 'J - ^ > r tiU ^ t I- IL-TIF& J; OTL-nF^^jfc*^-^ K L "C 

^ - >. ^x- zz> 0 % h > $mu , IL-TEF# v ^ K ^ t T U & ^ Bl 

4'4StT * ¥> H , SSiW r^ilT * *° V ^ 7*^ K K rSt L T7 * 0 - > 1" h J it ^ 
At A. IJT, IL-TIFiC^ LT4 C § ^?t#L*fc{A, 1- >J ? ^ 7 il#5§ ? ftARIi* 

tl.^0^7^ Kf^^s^ft : IL-TIF^7ttT#^^^#ti, m®%®M$-&ftT^ 

^ 7** K U *t L T^SS.Sc; L 4 # V 7 a - 7 Jl'iJ i CF^e 7 7 a - + A-^ft wMBt^Br ^ 
s;^^, (Antibodies ; A Laboratory Manual, Harlan and Lane (eds.), Cold Spring Har 40 
bor Laboratory Press, 1988: Current Protocols in Immunology, Cooligan^, (eds.) 
, National Institutes of Health, lohn Wiley and Sons, Inc., 1995) s #^Kj^#W 
■A 7 U - - y 7~ii J: J£ft !i , a tifi j^S K * v » TH SBT* * „ Fundamental Imnunology 
, Paul (eds,), Raven Press, 1993; Getzoff^K Adv. In Inrnunol. 43; l-98 f 1988: 
Monoclonal Antibodies: Principles and Practice, Coding, l.W. (eds.), Academic 
Press Ltd., 1996: Benjamin^, Ann. Rev. Inrnunol. 2; 67-101, 1984£ #M £ ft A '^ 
o ^^KK-^^l-S^IL-TIFt^ii, < ^77^(- J: 1) >I h £ 

[0 13 3] 

^ U ffiSQ <Ott * O T -y ~t 4 i.\ IL-TIF7 ^-»t?^*jtti# '} ^ 7* ^ K U * ^ 50 
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(39) JP 20O6-5OSO23 A 2006.3.9 

fefrW.&t&fcfti-mmt&Zk&'eZ&o |SS5^77-tflJ, Antibodies; A Labor 
atory Manual, Harlow and Lane (Eds.), Cold Speing Harbor Laboratory Press, 1988 

% & m.% n » , i it T y Jt^^ mm&&itm, mmir&&&*®&& celisa 

\ F y r 7*D y MS, J r.: !A 7 - 7 7 >■ /n 7 1 ~ v- -t m , SS;;':ir^3T .■ * 
fcjttf-fl-;' rM ?fTv-h^So ^:||#^IL-TrF7>^7H£ 

[0 13 4] 

-■^sir.ftlt^ h £ £ a*jH illR't « * >'-••/- ; t2 '/'[Si ii . r > t" 1- d c , il 

-TIF:? y ri?%t ti'd^<y-f- KC'^A^SgL, J3J: ff^T - v £ 7 io 

- (£ H £ & L < Si 7 £ H tz IL-TIF7 7 f £ fc i*<7^ KO-ftE K Jt * ) 

0>J5vi$£^ 9 -f 79 'J - £gJRT * £ i: ££"tf<> IL-TIF*° ^ 7^ K*&-& ^tf 
a^ffite^**-* M 7*f" K*3 - K***iE^dL 7 t - 7*(7 t - yf^ )4 
£iii±mM% t*<0JBS±KS* ?1U7> F9 f 7*7 ') - ^r)-^>7t 

£ft?BUU ii&£g7777> l_. < (isit^H^ ^c>7 :- •• , :• ^ - J , 

t < it # 'J ^ '/^ F7^ S & * SSi^fl^^ i ffiSffiSti ^ F K. o ^ Ta7J-^ 

7 ^9 'J-frftSU >,'-~7 7"f ^^W^^T^^ 
^(Ladneri^ #S#^£l5,223,409^ ; Ladnerib, *a#ft»4,946,77ft^ ; Ladnert, 

F • r-f *7H" • y^^^'J-^jt^^ivffv^'/? U-£77 "J-^>7" 
T^^^^^ v Mi, £ «t x.;£Clontech (Palo Alto, (A), Invitrogen Inc. (San Diego 
, CA), Nevv England Biolabs, Inc. (Beverly, MA) is X 0 s Pharmacia LKB Biotechnology 
Inc. (Piscataway, MD)^t>|SS|t«K A.^ Tirfc"C**« 7>^A- F * f-f^'/^ 

n«.IL-TIF0S9iJ^^^T7 7 "J -=-> .1 1 ^"C*** IL-TIFsHU ^'7+ KtfflSft 

KtA, M7^ 7-7^-^779-^77 L"C> j'&l'i^^flJl'^ A i 7 4JT U 7>"> F 

1 7 S it'-o HQ ©ffisffc ffi S ^ ii ^« u t 4 7 >v UB? t a * £T« ^-Ifr^ 

^tct«^T*it § * o £tz, ^ f , iL-TiF* v ^ y-f y<i.mn V 
; m^m^mm^mt fzimm^rr - 9? - 1 l.tw^iul-tif^u 

ItlWtJSt* 1 !^^ ]-7i, IL-TIF^^iiJ:^v'7+;H'5a^ f >e hofUtf 
-f > S .71KT-* V ^^tC , IL^TIF T 7 7 * 77^7 1- J t LTgif* 7_ i ^ 5 i 

n ^ ^IL-TIF^tf >j 7^ F i±, IL-TIFf&# 3= jt ii 9 7 7 * Jt ^> K ™ 

[0 13 5] 

IU-jT IL-TIF^ MSI 7- 4 * K ; IL-TIF^ V ^ 7^ K©#S ^ ^ ^ t ^^t" ^> 7^ 

<o^m^ ? ±4 fr<?>fz£>K ; m^-m^mm^i a a^*^?- * - 1 LTTOiiL-TiF* 

t^m L I fciifeST* fziOK : F«5SrftHT*i5-1ff^ffiK Ji^T : %S7-f ^ V 7 
7 'J niitftK : fit>f T-i * f >f -/St#S:^-f ; MCKK-Y > e h n * 

Jl0 ; i7E"^TIL-TIFfet4^^^T^^^W4 ] a^^^fi7 7 7 7J^7 hi LTttffl 3 

ftTfcjt^o ^"4 /t::i77..n.7i, Ktlt14«g, S*. as 
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(40) JP 20O6-5OSO23 A 2006.3.9 

s » k s -e-r * i # , i *l 6 « ig* * a -f > tf *m ft t * « mJgm&v>ti*> t; fg s 

[0136] 

v » < o ^sotfc t h IL-TIF^fl] ^ 7 ^ n - ^ ,«uJ5E#^ 3 JlT # »K IS + ffl Svfr £ M 

^•N'/-*^t-^l^>'3> CATCC ; Manassas VA)# f % £ It U W 
TWATCCT * -t :v v a ^ x. fcfcfc : 266.16.1.4.4.1(ATCC [####«]) : 266.5.1. 
2.2.3CATCC [ UJMU Tj ', 267. 17.1.1. 4. 1(ATCC pWfl ) ; 267.4.1.1.4. 1CATCC 
##]) ; 266.12.6.1.3.2.1CAT0C [#######]): 266. 19. 1.10. 5. 2(ATCC i^J: 

[0 13 7] 

wfci&meffl-faii:* 1 -^*, fcU^ KfcJ: O^ftfrli, IL-TIF 

[ 0 1 3 s ] 

^tu<, tsi'^ii mm, ss, i®»#f m^-*-, \\&%i&t--h 30 

. T'VM K^tv'^fttl, ')v>, 77'j>*«, #i j: 3 ^ ^ -131, F^^A-188 

, <; '7 a -so* t^mmmmmm^ >) * r $ t < (mftuig^&su 

^ F 5= ?t i±in;# , TK'JTv^fy^ ^> t*^>am*l4IB% K&it ? *l T t J: ^ <» ift War fig 

i & fi^a^## (D ^ ^ n j * £ ■& u in t t ti , rt m t Jt li 

,k I ?t i'i^^gp. wt-: fs -fr ? Ft <> 0 i F. 6 § fl'j^t ^ ^ , tfd-f-y/xM^T'^ 

e v v m m * ft n m / tm mmn -c* ^> • ia 

[0139] 

iSlia* rt ii^S- tj^-b )«Sf« £ t ftfctJH, ^^^/-7 Kri*ig 

?7 ^ K.* i ; CI- ^- b<>, tmik F >• -Y > 4 ?t F ^ -i y . isi^^-r 
7 h$K& my)ttT&m&, fi-mmfrT, mmmn^, £ turn®*® ft? * 
r-ii am s . 1 : > ipjtt^/c^^ti, i §tt* k^-^ >^*^mi 

-fr^^-'^fi^iitT-^*, r:Hii\ ^-<?> K * ? Ktffflfc 

ks-^*^^^^, it^aawfl'^ *^a¥fie* 7t:iifflm#ii^^?{-^^5 c t ^ 
ti*, '(tot, i<??j:^ $ f> ^-fflafisw^Sib' ■" ■ 5' -gejirrt 50 
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(41) JP 2006-508023 A 2006.3.9 

t ■< y 9 mt- * %t „ 'i^iH 1 *^ i- a -f > * t S ? •* ; • - * f a , m bi a© * t > tr 

[0140] 

i * J. f i> (,: ,fe v > r , IL-TIF-* f 1- * -i' y &&*yrt?ntt: << Y*4 

>e*"rtf)?t*E3-S2 t fciC>^Mi-*ii^'CS*C-«:WKj±, Hornickt,, Blood 89 ; 
44 37-M47 , 1997* #M £ *!. e: ^ )<> ?£R £ *L iz »■& 9 y * $ % fi , 3t M <9fP ffl gpti U £> 

i^^ct^*,, Mutism*)**-**? n, a^?nfc*-f i^i^i, 

i7x^-S» BfcK Jt & # Ms. fc« MiS&vafi? £ & o ?^ i ,i i±" > r_ c> g ft] <n t> 

g^coi-csF) 

[0141] 

* fca^ ■* <j v'7A-i92i^g^*t^^>*, &%t$K&mm%&m&$t'i& 

[0 14 2] 

art jr^o 

[0143] 30 

% < c^lsmi'i&J^&^titfM -r'4 J^~?tm5-~tZ> fiZ^r- Y'4<k.> h-e** c -s, 

SffifeiimB, 7:Si:K^^>, «y 3 ^, iiii^lt^^* 

Tv^^fi5£t:n:IL-nFt:it#ii j: K^>fiffl !i, *M»^Efl^? 4t-T^ * 

K is T fSit Hit ffl * i i: 3 « » 

[0144] 



1 ^ s ^j N si KNDARD ZOOM-UP ROTATION No Rotation i □ REVERSAL 
RELOAD PREVIOUS PAGE NEXT PAGE DETAIL 



1 of 1 



4/28/2011 2:22 PM 



ht^://ww4.ipdl.inpit.gojp/Tokujitu/tjcontentdbeaipdl?N0000=21&N0... 



(«) JP 20O6-5OSO23 A 2006.3.9 

. file, is^e, s&jfc. a* um*3i ife^flaa&t-*. #43jtLK&#*ff!Hbi-a> 

MSB <o -grtb £ J: tfi&S 7 5 1 § & c L L .7 M»tiU ^ <o #4£i5 J: CF 7 9 Y > 7 > 

h*5feo-C. M43jr^IM^§>£££l*#&<> 
[0145] 

&»irLr.:^#^&&K M4|$#isJ:£F5E£:^<7)«S^Sr?ltfei'to fl^^Y ^ 

>J ■7v^^ngiiJKj>^TJ93rfeUMi?ii.s 0 #<©Bfat\ IL-Ij3 i: tfTNF-a 10 
Go^^c h - i i 1 i - >^iHs/7 £7, b jr^.feif |±/>f^ 

43 j: ^iL-iRa#5SiJ r i , ft 4s jt y _% ft ^eti * 7 ue /># £ r IJ w 7 Bit? , it •/ 

U#ft* * <fc ffMttJytofttttt^feftg?)**^' 7 S to L »• I , - H 6 <?1I£o»« 
£ #^ to f , a ») oQ'k-aK c ft £ <t>*3J niSg LiH^tii, ^ ^oiiiico 7 

f-fx - 7 ^S&^&±SUBf#'t& fr^«fcLT^*(Gabay, Expert. Opin. Bi 
ol . Ther . 2Q) ; 135-149, 2002) o >I nf>^'^x-?^^^lo [jt , IL-9J ft filL 
-TIFT* * £ t a*? * . ft o TtfclL-npfifci £ I- 1 ~ * tOlL-TlFfciB^ L. 

. itzimwi-ZfrTii, V - -:M$fl«.:,!:j: 7 — '-7-"r 7<u i 7/'7<r •.••^ 
[0 14 6] 

KftlT V»4«14^^1tlW»#c*»«+** CIAJi. RAfc |B]i*^jffi#:ffijj3 Jt 

j6& * § I § £ >i i"o #t<£SP5 ti > £ ft <?>tfLfc<7)^ < o jM*^ 7 7s €>X 

- 7 Jt ^^iRt6^^T*^ 0 CIA^ t 7 i j£{±, ^Jf 

i: C/? 1- ') 7 ^ W^iDW-^ 7 - ^ - fftie ? tl, LM-=T, OA*^)VU 
^v^TKmil b\" SStt^^ffi^. •. -jg ffl 1-^,1 t^T^^<Wooley ? Oirr. Opin. 

Rheum. 3; ^107-20, 1999; Williams*^ Irtrnunol. 89: 978^1-788, 1992; Myers L 
lfe Sci. 61: 1S61-7S, 1997; jjjtlflfangtjv Imnunol. 92; 8955-959, 1995),, 

[0 14 7] 

i tl <J0 QA-=& 7= - -7 ^ 7, K ft -f zcy torl6-R4 g= i± ^ T> zcytorlfi^ Hf 4S 
.£ ^^^7 >^°7 ifco 'J ^ 7°^ K^^^nritl^Q'torie^ftS.fi, ^,#.<0^tefc 

K^IL-TIRi, U ^^^tSf^^^^^E^^#1-^SAA<?)ig^^l§^#^^T, zcytorl6 
li, f 7 t" h n -eis j: XJi y \Lif,X\ IL-TIFB J: tfSAA?fr|££ |SI=Sf * i t ^^'1^ i t 
^^IE^ ? \l . zcytorl6-Fc4f fz ^^^1'tfe«0zcytorl&?>Hr^tt^3 £ i^Sfe^ 7 > 7 M r > t'oO 

ilH'f^iir ^I'i^^j 4 6 10 /f gao zcytorl6-Fcao ii^ Gl t: 30 t?4® M ) ( ± . tfcS 

,f7 ^ 7 o 1 7 Cpav) * 3 t , s aig i £ i± m&<?>& n?n?)*iee> l 0 -c- « u <d 

Mxmmm&ii, Zcytorl6^U^y^ F\ Brvt#zcytorll/CRF2-4^#^*iJ^'7^ h% 
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[0 1 4 8] 

loco ? - -?*h\ Jfiv >7 * IL-TIF¥tttfl**s JH^z WiitlUYW a*E T 
* -5 Cl t * Kjp L ?t o <*> v "7 * IL-TIR£#|E$ 5 ? F * * J 5 o - + 

mm s *i £ & i- , ft t> <o m ss & <o & l. a cwiFOf jit & 02/06B476 ; 2002^ 9^ 9 a 

^ifC L £ ■£ ^ffiwife^l*^*** irw^few t N Mw^Si: £> n T IL-TIF* * 

[0 14 9] 
2, ftgjfcjE 

tfcttis J; S * ** V ^ 7"^ K ti , t }• & «£ CF ft & » fiftm £ m it t , M T -£■> 
[0150] 

^f*t*s 0 LPsc^9Ai»i4giKi5v»Tji43ita)tA, e*e^a ? ^«Jsto±s 

HHS^ -?-i&A(GlaiJsner&, Lancet 338: 732, 1991)<, -> 3 y *tt«ttHli^ LPS<?>to 
^-s^Hgj^^ oTMC^i Kit #t& :ia s f^ 5 LPSHiS^f J: 

3 y ^ggf^(7?^^5|^jg;-r(Duirritru^, Cell 103: 1071-1083, 2000) 0 
[0151] 

a 7 7 - v ftteft u ra t * o ^ w «J>m# # h j: * lps$i^<7> fKiaot^^i* 

Jt ^ I- x ^ n ^ <r> / r 'fi-?^ T > TNFj-i S S * S *ij * ^ ?t 1 1 g, to *l ^> CBeutl er t, 
, Science 229; 869, 1985) 0 tcB^S LPSoC57B1/6^>7 ^^s«^i£|t(- <t •) , #JS-t«>IL 

-6, tmf- « , frzam^mfy^tn otix.t*\ sM)^^^^2B#^s^^i:4 

^|&teU^^*U-> <t 0 fc£;t<Beutler^ Science 229 : 869, 1985),, => y ? 

iO^K^ it/'/l 7ti±^^)!:*^)itftffil4^*S^ i- 7fy-(±, fiiTHF nAb, IL-1 
S^ft r: - 1. 1 LIF, IL-10, jj jt 0='^CSF^^tf 0 

[0152] 

i 4t^«0LP^ * tz*T *> ^Jti-^zcytorl6-Fc4S ^ .^flj!^zcytorl6^5r 
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(44) JP 20O6-5OSO23 A 2006.3.9 

ft^v'a ? * ^i: ^ ^ T S ^ lE^jEtt* t ^ ^; * i-:f S 1 4 >I k&V§ 
ho *-Wffi«i&£ftfrm&*Fffiii, Zcytorl6^V^r^ K, nr^14zcytorll/CRF2-^^ 
'J p\ i i±*|fe^^4FLlL-TEf¥L#:<> L < i±g£^*- h ^* ^rfro 

[0153] 
B.^^M^m, IBP 

^ @ u ^ t , a 500, ooo/, « a * a , i o= ii itCMtew ) « ^ f ' ft »s 

LT w-> <> i ft r 5 <t> ^B® sfg ii >P 91 * a*, i ft 6 K fi At5&g^«'li'|4&5 * & £ * ^ 
tr c ZcytorlG^V'^T'-f K, er»zcytorll/CRF2-4>g:^i|:^ >) ^ y-f- K„ £fc(ijjtIL-TI io 

[0 15 4] 

i A itm&v>&tt*><?y&fc& J: Jt o T#S^t ft & «> 

fr^ X^Krf^ & t #x. T ( T g e^RSSJ + (O $ V rt* % H*t L. "C 

[0 15 5] 

WFWi-i i t) ftT ^4* HUPF t u ^ K^^WTSWsSs Cfc t 

osalicytates)* SbfemMZ, tz&KWR V&%> 0 L^u SW&K* 

[0156] 

^< 1&b;ftT^£*f >Wi, 2,4,^f V- ^ d • ; >• " u- ;|, m , ^. ;- f ' -ai«S ) {• .A * 
rtifiSlaaiTi'-JI- LTii^tio^ 7 ? ft4 t , fsB§w«tcT«£^ L 

?c r ^ v mmi. r_ vmfr, ±x<d ±m<om Kim * v ^ p ~? r - V <o m &f$L ** 

(Neurath^, Intern. Rev. Immunol. ; 51-62, 2000) o 
[0 1 5 7] 

r ^m*$zti&tM&&, [ )y-mmm, Mmmt 

^M^it^ft^ 0 cft^^^tii, ±.^t^dss^#^^^^*i-, mm^^mkv 
■mr^^&^'mF- a a x&im- r <nm±£ ioT«#n t#££>ft&<> rft^^ft®^ 50 



1 of 1 



4/28/2011 2:24 PM 



http://www4.ipdl.inpit.go.jp/Tokujitu/tjswhen.ipdl 



[0 1 5 S] 

TNBS3 ti iiDSS^ r Ml&T£zcy1:orl6-Fc43 U^-«®^zcytorl6<oMte£ £ 0<K 
* ^ g t'sD * 'J ^ ^ F b-Erig J |-izcytorl6^^^ Si x Je# * 

Si, RT-PCRKj: ot, DSS-v^^^Aaia^IL-TIF^^iiTit!, & J; tfM^&^IL 

-i$ tmL-jiFv:>mfry&izrz*m^iKo il-tif^+^%: ^^st^tn^ 

SfcLTn4t*4Ui:**t, zcytori&fc" V ^ K %&5*T& 4 IL-TIF^ ' 

'J ^ Y , pJ iflizcytorl VCRF2-4£ ») ^ T K . i fi oft IL-TIF£yft 

[0159] 

fc#S)WU SKofi^* ^ - n^tfUi* l3i5^iiK^g ( ni#J )«&i£*li3 C t ^ 7 

2-4^ 'J h\ £ rtJSIL-nRSEfl=4 L < I- it, fit, ^ <0lli! 

[0160] 

SUt^tt ib«0^m** £ jL£ - i i£##^l,000,GOGAJa±<7>JB, 
[0161] 

*ff4iB^St*?l^!e.It»S^IL-10taH#'C**CIJlun*ergHt ) , Cell 104; 9-19, 2 

, mm<7ymm$:&T<DT, il-tif^ „ ^^t'^^^Mm^m^^^nmm^ 

S o S.T S ti ^ 3r ffii <Z> v 1 f *t kl J: ^ zcytorie* y ^ F ao^:^- fc J; t) . 54.^ £ j£ 
* J: tfiiEtt t ^> T $> h * 0 ito &±>*mmm&¥ it , Zcytorl6# *)i7*h\ 
pTrSt4zcytorlVCBF2-43&§^jfr n ^ K\ i K (iSlL-TlF^tft: i L < itX&mv>&£ 
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(46) JP 200S-5O8O23 A 2006.3.9 

-tif*>t h <> 

[0163] 

IL-TIFii, ilT^c KACSAA), « I- U 7>v' ^ , i3 j: y=>^ h ^ n e >- £ t' 

^mm&^%^m±^7 v y-v-^ ^v- miHa.T*ct***s*LTi3i), il-tif£ 

m$-t& it fripifcLT^OJunoutler, L^, Proc. Nat'l. Acad. Sci. 97; 10144-10 
149, 2000). SAA£if<7\ t,11^^>/^M^S^ii, ^^tMt*4i«H^I5« 

£eKI34U A©fSCi#t^!}^* 0 eSgKonTts:, Uhlar, CMj3 J: 0= Whitehead, 10 
AS, Eur. J. Bfochem. 265; 501-523, 199Q V MO^Baumarin H. and Gauldie, J.Irmtuno 
logy Today 15 ; 74-80, 1994£#M * £ 6 K , 9 v n$ j?SMii, ^ < o 

Si:l#L, t 3 u -i K Ae [■-- B ^ T ft#f * T 3. Q -i' KA :: ? ; , ; ^ f (,; flu IE 
&(Uh1ar, (M and Whitehead, @S> 0 Li^oT, IL-T1R;L Zk^mamofr^t LX 
ftffl L , SAAWM4 ^ilf 4h « X\ TV? =f ^ AMi, IL-TIFK ioT £ Jl & 
JWKJfc ? > 1 £ Mff * * jfe^tisia* J: &Z<om<z>m& £ tefct* £ £ K #18 T* 4 
o Hi, ^i:J:oT5li?Wo fct;lii\ IL-TIF # 

itiaK I ii * ft* ftAa*4x>£&li , &£fr$4>t4fc£Ut*#*titlL 

> / * * I <o ^ * * * £ 1- 4 i t : C2>m^ m k s ft * «h*«h- * «s aw t is *< £ ft 

* I « k ^ IP S-KPS C3)(OM^ T 5 D KA* y ;i ? fl*> w< t Jt K-t 4 i £ tf i h 
[0164] 

?- ft#OWS£ait* * V » T IL-TIF r £ i A K , IL-TIF^ id f ^0 ^ 1' & ,1 
^ T 7) IL-TIF?) 5& JIT !-i , ?c «p «0 *^ 1- ±i£ IE !? 43 Jt ^^aaj&tf) HI ^ 5- j|t 

C^f^o L /^55 s o T , ^Ifl^fii t h -IL-TIF* / ^ D - + ^ jiifs:* £T« IL-TIFfet± 
* 4 o ? ^ K , t h -IL-TIF^ J $ u - + ^fitft^ f IL-TIFf^^ }:^t%7 

i3^T IL-TIF^ ^t^7>?^AfUTffflfi^ 0 
[0 16 5] 
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(47) JP 20O6-5OSO23 A 2006.3.9 

fcii V^C^t £ *lA e iU^ezcytorU^gft:i3 J: lF£ *t K^-frSSLttfc t©ftIL-TIRfetft:j3 

&lt L A v $ * ^Mfi**-* - ft *> Efr 45 Jt yffe* 1- ft m±> K out 
^rfft^t^-C£ft<> ^K*tftg-r*^ffi^jtliw©J: ?&IL-22yy? ^- 7, 

fcft*>&#ss£tf* ^i^fif&sfKi3v*rBbSa-c*'3. #^fflwKi£i£3ftT^ft77£fc*if 

[0 16 6] 

. Nat'l. Acad. Sci. 97; 10144-10149, 2000) o Lt#oT, ^S^<04f SotiiU, 10 

Mjspjfe, iffl^SffiCimOv Mv ^-7- / ili^mClBDX 

* n - y^s, 7;8&*i3 J: tflMs, £ Bfe^S, ifeifiis£, §^ -> a * ^-glf , 

ing*: m®#nm±m ; &mi«coia#, ^m^j, &&'\m 

fk> t L < i± ] J >v^3^Hfe. ^P7r-v, T^^CThUo J; CTTh2«* S§ 

ryf^-xht L. X ^>^IL-TIF^#i3 J: y K<Oi£ffl K fa it * £ « 

[0 16 7] 

S*K\ *W*lllr E* 3 *l T v> * tnlIL-TIF^#43 jt tffc y 7* K ti\ £ITC# ^ 

ffl-cA* : 

Dfett^ifejE, L-c^e, aitft*. ftjae*fti±ie*, &*v 

ti>Z-<7>®<7>$M<7>i1im£&^X, rL-TlFtE^T>^^f X-t**\ IL-TIF^t 

2)zeytorl6Sri|ifcftSfcHHia<fci:^*dr^>^^ Sil^vrt 1 ! 
fcliriStStft*.:.. IDM, £561*«fls£06X tlfx'jtv h-r'XCSLEX Hffi 

'J ^^f-aiMSSafe, ^JLCflBDi&fwSB^^W^KjS'^'t:, IL-TlFtifi ™ 
iT^^^t^Xt^^ * i±IL-TTF£#ffc£ gfc v ^ 'J > ^ ft tz ft fc* <H 
ughesCfi, 3. Imnunol 153; 3319-3325, 1994)<, icit zcytorl6^fr£'#fttC*tT 
S-^^D-t ^ifute<MAb)& t <7>ifL*fc{±, $ fz x § e tesfi- ft A ft K 

fciw^Thf- „ tztiif, ftgi&s* tti 

i± f«1 * ft ffl 86.* n P * t ft ft <0 fiLlL-nF* ^n-t«(-:*!Lt, mr? te* 
L T t, i i, v> 1 CF^# .-^ h - mm-t h IL-TIF^^#l- 1$ r:: -> ») 

>r^Jg|8fSitti|sa#i±, S7t, Sal. Tiftx Uii3 f za-n-/^I.!fe^I^ 

flJ4fc^- 3 T4> J^o IDW-, NIDCM, Pl^, iJJlW^fi. #lJ3*£#4So^ Lfr&^o Jit I 

^*«fi*jiT*!SE<Ol«bf&S^)fc«><^SfiSt LTSit-C** o (Holliger P and Hoogenboo 
m, H : Nature Biotech. 16; 1015-1016, 1998) 0 ttz, Mabs IL-TERi, 

mm<?.mmmit, m M©««lj#fit4Cfibroproliferative)^m 
, M^iCSLE, IDDJ, Iia^^WCNIDDfcO. ^SSft. * <t ^Ott^St 5^#1'ft W9i 

[0 1 6 S] 

^WSUieii ? *iT^ft BT^zcytorl6Mi-f$, ^rtf, Afoifjl, iJi:^ 
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(4g) JP 2006-508023 A 2006.3.9 

[0 16 9] 

*-HdU Y*tm<r>m&%m&, iff , #3 J: £ v IL-TIFKfc 

*^^L-TEF^#^J:i/^^iJ^yf-FiA, ffift. ft£tt*-&&Mfe, * 

fi -c :i , IL-TIF^^^ k Jt & i3 J: LmaiKj fr,#.ttiS[l£g •? >■ /i * f OBl *K 

K !i > # K IL-TTF^ ft ffl * ft it & 7t: & K Is ffl t & Z t § & » Cosman , D . Cytoki ne 5 
; 95-106, 1993; &^£FR=mandez-Botran, R. Exp. Opin. Invest. Drugs 9; 497-513 

[0 17 0] 

3 fj>£, ^l^iUL-TTF^friJiCh'S^U^^Frt, il-tif* a 

ST4IL-6/HriSttIL-6RBl'fr#U, IL-efrSefrffcU gpl30^^*t^ LT v ^'H'j£ 
4iti^H« giriS Cosman, D.J3 J: C^'aSf E Fernandez-Botran, R. ffi ? H v »« £ t> 

IFr>t^f^SS^U^> Ki^?«it^tH 0 £«><M 4 jfctAtf, zc 
ytorll^ fcliaa^ft^wlSlttCanparrfon)^^^^ y h Srftir-f-afflfl&j^&oE: 

SB^ttltB** LT4>JtV» 0 Lfc#oT* Zcytorlfi/L-TIRK^fctt. 

T\ IL6/IL6Rtt^K5ttT4.tt^U^ia IT. ||-&ft^Af oriM^^i^^tt 
Tfc i^CHirota H.S>. Proc. Nat'l. Acad. Sci. 92 : 4862-4866, 1995; Hirano, T. 
in Tlionason, A. (Ed.) " The Cytokine Handbook - , 3rd Ed., p.208-209) o IL12J3 X 
m(.NIU:^| , : r ; - •• ^. 7 1' mm>x£&**?o 
[0171] 

IL-TIRJ , !■: 13 " l T if? f!| i-^^tiaia^^tr , t^t&ii 

ify-r& 5 ; j C i *-T-^t-5 o ? H-TIF* 'J^y-f- Fli, Tib L < fiBttlflfe, T « 

^ L < {iBflylg^m, S ^liNKfir«ttlJ&^«/l»§EJ3 J: tf/i fcfijS-ftwtfe^ 

{l*rL"Tt?«*^{?1-T * * -) 0 ? ^ t - , IL^TIF!^ , -f y * -CT*ffl.lfe J3 J: CKB|S|^^ g 

JtCJ^Iift (Ci-i, -jgc? IL-7 #3 J: Steel @ 

^(c-kit'J#> K)ti, NK§rffi#©©«^ie>u^5t ^itSit^SitT^*, IL-IS 
+IL-2^, IL-7j3jtCKSteelB^isft*^*>*a ? t>^S!)-C*oi {Wrazekt>. Blood 
87; 2632-2640, 1996) c L^t, NKfflfe^ i tf/i fil«SfrW# ^ 7* <D 
MM*) fob Wi, h ii-i yfr>mv&&fri> Liib^o (Robertson^, Bloo 

d76; 2451-2438, 1990) o IL-TIF ja J: CFIL-lSfc-grtf M^Iii, Kl«fUKt $ ft^H^ ^o 
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(49) JP 20O6-5OSO23 A 2006.3.9 

D 7 r- v\ =5-^^^'/ I > • :: >r- i'& >' -i r. * .^.fe .H V ^ W '7° K.&mt&irrt' 

t^?- i * u j: of ttffl £ (i r ^ -t* f t& £ t £ &<> 

[0 17 2] 

m*-a'tr^iia*'£-gti-&«l,ftWS*^'tf e IL-TIF!i, jfe^HUiBtlmgTt J: < 

. tt*x ffi£JS, 4=3 Jt 4 *> * 0 IL-TIFfl, 

[0 17 3] 

0 ffliSS * ± * it: * K , itz li #ttflt K * V- * Jt ft it ± * MiM * * £ ft K , 
MLKf^mt^to IL-TIRi, #^|^}i^M»f*(PBPOffl^^ 

#*&JK*U *J:CF*iBi-*ii:36 ! -C§, zcytolO, MDA7, 5CF, I 

L-2, IL-4, IL-7££tfIL-15£#£KL^U - H * tlBie * H vOlo J A 

y * < y h fci^, il-tif^#^ l , is sfk v > ^isf** u 9- 

ft S tf 1 oig £ 3 * S £ k sS^-C * > ft ^ f .1 *L *^k#«Eft * ?t i±^ffl=ftK ( ftf n 551- - 

ktf^^&o 30 

[0 17 4] 

NKIS^, S^{ii*ie>«BT^fl:^t^IL-TIFir||Sjt^ 

mSS-^oBt^i, NKffl Baffin ^^^^4-^-1-4 (Whiteside^ , Curr. Top. Hie 
robfol. Immunol. 230: 221-244, 199S) 0 
[0 1 7 5] 

M t f / >7 A * 7* t' ft ft L ^ Mb m h itK L T it^f « i t , ^ i: ^ ^ 3 - 7, ^ 

MKT^& z t £mhfr&1r&o Lir t , CALTjs J: rj : AST)^, ^bbt -fV -> 4 

* mn Ltz-*1> A K onTS^Hfci^i >T4> 4 0 IL-TIFji , fff jfl * 

^# r >ft^*5| %&Z-fr*>-i )V A t £ Fl ffl t >5 ^ T ^*vo L £ S { ot> T ^ ? =f 

(?t r / 7 -f ^«i«gj|t: Jstt& 7 -f ^.x^, .fc f: ;c if 7 -i' n.-7,1'i|li|^i5 i: (7 
[0176] 50 
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(50) JP 20O6-5OSO23 A 2006.3.9 

il-tift f-v 9 a ^ * fr&st t fc*^ i? *. a , ma-M^\ Rrssn^^fe x < * ^ 

Mi, ■ > ^ It : [f If ifflj ; ^ S: j i * t © &W £ 0 £*l &«3&^{i, IL-TIFU 
UJoTlfl&ftfcSi#3l3few&ftTiJ:'^ IL-TIFU*H-*T > * li, «1£ 

0 il-tift v?zf=.KY frt>m&*&z-?-&t> 1 ) *-*>tt«£Auii : ttitlv 3 -y ? , 3£ 

[0177] 10 

, # ic c n h &m it* . *? i > * 14, £ 7t «i £ 4 ft^>4ra m# * ■* & z t> n & gxt^ 

14WS J ttJ!iti^, f3IM«l4Sm, AIDS. mv^il^lt^m, flf&, * 1 a> ; 
[0 1 7 S] 

[0 17 9] 

ffi»#tlWfS+*e9£^)to*|t*<fH>s)(ix ttt^-fi^t^ *9 (Bachmarm, Seminars in 
Hematology 17 ; 292-305, 1980), ^ fl/-?— ft/ - .x - V ^jtefc^RftOMd^GPIbcoX 
fIX 77 > W >JM^jft££(GPlIbj3 J: tfGPIIIaoo&JMX 56^11*7 / - ^> 

X*l t m&i-&% < <D|f (Rao and Holmsen, Saninars in Hematology 23 : 102- 

118, 1986) <> 
[ 0 1 S 0 ] 

xmmzK&i>v%?^mi$m!)?fev * e-_ 13 ^ * x , jid u : w ^ Jtc> 1 ■ ■ < n, s 
/hissf ai^tf?^* t*nijv»-c . m-'hM^^ii^i-^ ^ i^^s j->e 

*c*jt^s*^mKJt ")^aF^*ij|E$n, »iM5it4T**i. 
* ? * « * IS ffl ? n & at3ti»«Fii;i±, m^«m«« 4)5EM$^^>o m 

*? W < t , - i 1 v. x n , mi j 4*1 [ci ft <r> t&m a^r- § * c m « ^ ^ 
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(51) JP 2005-508023 A 2006.3.9 

««it* Si* * * ii CioTtCi JJ J: 0* & ^ 3? £ ft * itH W 

[0181] 

[0 1 S 2] 

U isltf r j|jpx.t\ IE % -r r; x *n <o iL 1 11 V ii % ±E«JEI?i3 
J: VfttitiMtiLW m 5- * B L , - ft 3\ oj t >?^^h zcy torlfe JtoTM 

^ Itfti" 4 « L o T „ * %m <0 JS t: h -IL-TIF-t y ^ n - f- & f ^ IL-TIFfS 

«o^*ffijft^*Hx ^atf? nf-ttfitmife, ibd > %m&. Mfig. 'J? ^ 

-mtKS^&J:CF«t^«, fife AH?*5g£&(ARDX iM4-/3^y, Um^£ 
[ 0 1 S 3 ] 

IL-TIFl' $$J^!lT& IL-T1F Fv^v^^rA^ UtIL-20* il£3|^mT& IL-20 

tt ffl 1- 4 .r i £ 4 <> ^[ii.^o-t M.ft# OnAbs)-c ^ ^ 5 1*1 ffl ^ BE* K 'dfrM 

L. r #H ft £ mM>T-££ji£14^ 0 -X * M tJci «t o T HI W fi W * £ tt t Ct b L it 
, Krop 1.^, Fur. J. Iranunol. 26(1): 238-42, 1996)<, Krop^{±, 500^ g<7}??/ 
-7 ^ 7 CD19 mAbC t tc it x 7 ? F ^) T >f v ^ -/^ v ^ $ H ^ BB <^ PBS^ffi * , ffi 

, Tanakai^ j±, ^^1^ TlL-2^## ^ SlK ioT SSkS 1 4 i 
, Thy-H#m^S.^te^%4 1- % -k t: lifl^T & I i rt^W c U 7z 0 IL-2#<&^^2o^^ 

t & ,r IT rJ^JT'^ UgHtteS^^-^IT^o IL-2R.5 (IL 2K-- y t '( i ./5fc>t)< ^ 

LT^J C i L ^CTanaka, T.f>, rntlmnunol . 4 (4) ; 4S7-9, 1992^ 
#ES^^i^^) 0 SB^T, Scbattemann OC^tt, PDGF^^KlAl«M^ffiS1"'&®'^< 7 ?^ 

^ ^ ^ ^ is* k # ^ i ? n 4 £ i * ^ i. ,t o ^ < o ^ Msss « s $ if si ® 

ir^ *-x 43 J: CP^H^S i S H 4 i § OffH^T* (Schattemann OZh, Dev. Biol . 
176(1): 133-42, 1996^#BB^*l.K^)o iJl^O^*, OH: Ms t^tiwIfU J3^T?£E 50 
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(52) JP 20O6-5OSO23 A 2006.3.9 

£M1-&o fW;. si,-ef>o^ ^e#Ki5v*-c. «^ftiL-20& jtotl^cil-ti 

F> £ -^m-T £ IL-20* J: CFIL-22 (IL-TIF)*! ft^fflft x. ^ U i3 ^ T a a £ ft £ KfS S 
tig £ ^ ? # ft ii & ± I" & ft £ , * 7 * n - * Miti* TlL-20f ft ii IL-22 QL-TIF) 

-f ^£&5H-*IL-20 TC^cii, @IL, IlicT^^M^ IL-TIF TGv ^ ^ [i 

[ 0 1 S 4 ] 10 

^WE&^ft^Kii, iL-TIRi, ^Si±i:^oT#^PKi. £ ft li&Ti£ 

it«ft£>u^£ft&<> Mft&^yu *i^s$^, ^jfeKJ:*?, ^t^if^-^yr 
a a a* ^flwJisu & mi £ m ^x, $ ft m- &b* h v&mm® k h ft & j±a i-^ot 

S£ K, l^fti2M<^M3, l?:fffc, »#J, A'{7)Vi@i®^.^ 
f iS5fe**(f*A*«0?^r-5 >|^^a^t^o iiffltetf) IL-TIFii, * 

coii^*^ m^mm^, il-3, il-6. il-ii, afctfafMSFfrt-^aiifi 

h * 4 y ii, iti-owa k « nta*t*)*r ii<> f A iisy * 4>»jw -cfif^ s n -c 20 

fc-fc^o ^&ftfr»fci*i/*TJ9a] Remington's Pharmaceutical S 

ciences, Gennaro, ed., Mack Publishing Co., Easton PA, 1990KB ? JlTJs *9 . # 

/0, Jif 4 L < ti0.5~20mg/kg/BO«fflT*iJx M$*t***tO J l4H 

*e sat© i^>w*j -m^jKmt^mm^K 

Mrsmtu <m k 28 s t- ? <r> m m k 4? a ot* ft *4 > 20 , 000/^ , ^ t u < i± > 50 , 00 

S * if ^ 4r £ U , ^^^fe Cft t x. if MM # ft (±sff 4 1 J*) ^> u ^ ^ <^ Jf ^ sivf? Jt 4 T* 
ioH'^tfll^ U:^T, < i i20,000/(mi\ $f * L < ;±50 f 0OO/rrm s <7? 

m^«pt*<?)f&lSt*fiEtt^ e Sft> IL-TIFii, IL-3, -6, fejryf 

-11 : ^fflS^E t:x'jAD|xf>; G-CDF|3 J: CK*KDF^ ^ <o^«^ -Y h * 4 > t 
C>ia S {-i, -^ilEPO, 150U/kg ; CM-CDF, 5-151g,'kg ; IL-3, 1- 51g/kg ; Jg j: l>G-0)F 

[0185] 

*ft, IL-TIFii, Se^-til«^ftiiJ: JjIfRS^^ mTfflt^*J:^tl « 
*±*f4fc*^, ft^jBEft^aK, MLfc#il*,att55i- 0 MtX, IL-TIFii, tft 

* ^ mmmz at » t ft ft^^fet&^^air^, ^mm^cxn 

£ ft tiC-CSR^ j: ■-» t t ll I TU t 'i> i h ,V r & 0 l iih <r>&M it S: HI !|£ L *ffijfi^ 
f>S*L. ^V^T^^^jg^TlL-TEFT. ff^KSCF. C-CSF, IL-3, aM3F, IL-6. 
I ft iilL-ll^ir ( L d-- L , i ft 6 K ffi^ S ft^ i-Olo i ft tiffi&w^- ©iwfOA-f 
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X ■:> Tlf £ il % ^ 01J (■: & l^r , # t,:. g | t L * T -, %£>W H- ■, t h *-gr tf If ?L 
&ft«ffi&§5t*K I ti«lll3^*^<0Ji J ft* J: 0 < _T . ?! isfcf & 

*#i£i±, Ca)SS?!l#^ : 3^T = ;&&£22~ 7 = ■ 1 1C? ^ r = J $ 

*^ft.taA^::bH^T, i < a ') y >m-mm&<om£ titbit, t^um 

[ 0 1 S 6 ] w 
^^*ii^1-*IL-TIF*t<J5*y^^Ki±. -Jfcftfcr&v K ^ift\ fMi-i* 

[0 1 S 7] 

iL-TlFtf, isiLhU^aafl&fiO^*^^* 
[0 1 S S] 

-*§^M^7 - * - Lx 3 5 v F jt > l- 3 ttfc t $ 4o fltfM 

JiJu/il^fflS&iis a-twW^#*llil&UjeSf &iSt>*L-g>(Owen^, C1ba Fdn. Sym 30 
p. 136 : 42-46, 1988) 0 mlH&mi&W - * ~ li, V> f J*RSe $ ftTJS h TCOw 

ens^, 3. of Cell Sci. 87 : 731-738, 1987). ^cD^flK Wlfe\i.&Hi, fiTfigftJa «t CFjft 

tf £ £ (J ^ ^ t: ^ w M # -r-H a fi> <nm ti ?> k m m r-* a 0 

[0 1 S 9] 

2S1-284, 1991; Francis, Differentiation 57; 63-75, 1994; Raes, Adv. Anim. Cel 
1 Biol, Techno!. Bi eProcesses, 161-171, 1389; #MUJ: n 

S v: l£« tr^Jc^U, «i> J: CF&£te£ .ft^ -7 - - - t 1 r r % r.v*% + >h z b V V £ i. 
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ma, m^vrn* ?>Mt k ft t * ?■& & t ?z a j&g <r> & st* mm. -t & ± v 
mmzm&'e&sn* n k^wi tin? y^tKwrti )<d**m b x cmi- 1 m 
^mrftWK&^xm i mv&*) , *«s#£ssttMiT#3tK il-tifs^a 

tfctf, iSriM^»lifi3<t^ft*J&tt£fc*t«ffli-^c:t^-C|t^CBanyanl, J. and 
Zetter, B.R., Cancer and Metast. Re/. 17: 449-458, 1999) Q ^^ft ^, fiH4-ft, 

So 
[0 19 1] 

3 £ k v If <r> Mi & X ^ ^ k *-j I" & IL-TIF^mtii3 J: s i 4 v t # TSJ & 
„ * A \t m <0 Mso £ fi!f£ "t 4 A £> K 1 H 3 ilT * £ 0 i ft h so * ? K 4=3 v * T (4 , 

(ATCCf: f-CRL-1642)& X fell (ATCC^ -^CRL-6323)£ ,1 it % Ji , f > £ h Q 

Kit* ^ it. »tt 3 ft* x C57BL6-7 >7 * fc |Sj 2 , M:t \m ^ K • 

£ *i 6 © ^ t ft ^ « mui^mt * s* u , cs-bls^ 7Aws$i;g^;H ! 

£ *L T n « (O'ReiHy MSfe % Cell 79 ; 315-328, 1994) c C57BL6/>7 «? * * , ^ 
^«l|ll«jtflt<0i/»1**L***^LT^#Jt J: »? J&31i-4o iO*S»3Bftt:^ 10* -10* 

itr L?>mmm-?f tzimm* $ n & jt ^ fttaotir e il-tif* 

^©AUft^Tf/ ft^KiRJfeS-IJrTfc I'^o v-Xji, a*5BJ*Jl|*|UaSKja^*Jffl[ 
r K is T 1500- 180Cnm J « + 1" X U jir § ^> 0 M f X $ X tf#fi 1> ^ 

IL, ^og^Si^itS^.tiKJti-^, FplS^^^ni^U^y^-K, ?t t X-ist'IL-TIF 
ii , IL-TIF* - H'iS- F7>^7xnnit S£U IL-TIF^l^^ 

im^o £ ^Ks «^ilKlL-TIF^ fclilL-TlFiSrfe L^t:«?'7A^f iCf 

1y MSib, Cell 79: 315- 32S, 1994; 45 jt ^Rusclano D£>, Murine Models of Liver Met 
astasi s ■ Invasi on Metastasi s 14 : 349-361, 1995 % #M £ltfc^ 0 
[0 19 2] 
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.l*Jt * frUftii. f' I ;H : n ■/'■■ (RF! ?'} , ra?* ft * it 1J + 5 v a - [ • ? > 7* a 

* V fcf- h (short tandem repeat ; STRJSiJK is J: tf£#S£lf U^T&a«*«tt<7> 
*teiia#ifrife*& ^fl-M£$ffiltfc#*£fB 1" & - t £ iotv IL-TIFsK 

-f KS-WfflLTifetfli-iCt^-eSiCSEwbrook^, ibid.; Ausubel^,, ibid.: Marian 
, Chest 106: 255-65, 1995) 0 
[0193] 

, DS^Ja^ffW^^^-f ^-gpr**^i*?^tftgLT, YACs, BAG, ifciicDNA 

****&tt£,fe<&i!rma**1Htft{^*£ft-r* i i : is J: o- ?.)# £ <t> M ii. -f 

f IS #iST fro 
[0194] 

y^7iO^-^Vv <IFN- r ) fi , i^jgfcr £ (12ql4)co iS < U ^ 7° $ it , 12ql4-15 

, IFN- r cMtf, fe^^tMffil-^tttAl^ Tzoneva, Clin. Genet. 33: 4 
54-456, 1988£ #M £ it ^ )„ IL-TIF^) ggflii , £ , g V > J#M 

, $ A ii^ tf>1iil^fe^«^W^ S £<<t> t: h * ? i $ la ,i 1-BTfiti14 s u> e ? e f:: , -8 20 

* t*w t h jfLt^g iHffiLfc IL-TIFfcg? £ ^ v f 3 *i «^£t^^ < o j5-.* * , 12 
ql3-ql5iajgti±, #»£>ESI ")£fc LT^)32ql5t tie, J: tfA'ft^HJfcJB 

v 7 * - aI-C<JM3:OJ±, I2qi5^v ? Ju Att^ftJte* * J; CK^^iifi^fliafKM-^ 
T& 0 RttU, IL-TIFiJ, ia<15K-7 rSfcSflrC, IL-TIF1MB«»1* t MflJ^fiK 4 

< <*> SIM £ , fe^ie^ v r 1 (mi xoi co&ttn n c & v » - c * & * il-tif* 

% 1 * # ft -f %> A * f * tt ffl 1" & -I t ^ T * ^> o I2ql5^ ^fMiUotii:^ K o V » 
TWli^iM^fi, IL-TIFi, i j6g^K^y IL-TEF<7> 30 

0 o 

[0 19 5] 

^fflgi? u b ^ x m m £ s& tt * w t &t # * o ^ o *i ^ # , * vfaiL-Timfc. 

* ij 5! ^ U * f- Fx is Jt E^* U ^ '7*T" K ii . IL-TIFsD * ij ^ ^ K\ mfiNA, t fz fi^IL-T 
59^1'* t . ^0 S A ii ^ ^ 12ql5^E ^^liiitf i B9« 1-*^ SOW^ 

is r m a isc» ) i n n " - ^ t ^ii ? a ii ^ ir f r d *• m t & ?t * k« s -t & - 1 

*o IrISU, IL-TIF^ ^^M^K'/D- Lt, M#12ql5 f '> V 5 - K 
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(56) JP 2006-5OSO23 A 2006.3.9 

hnology Information, National Library of Medicine. Bethesda, MD)itii;^r^ \v 7\ i3 

Jt 0*-Ji@«jift : f-S±^)*3Sfefe#^>C^)«j4t:ov»Trt, £ W t *i ffl "C 

(http : /Aww3.ndri . nlra. n1 h. gov/htbl r^post/0r»i^getmap?chranc>soflie=l^ql5 ) "t *r-M ;? 

n iv> B c n ^i--<T !i , iL-TiFjtfeT t r u ^m«M^<Dit0 jttes^fiK 

[0 19 6] 

_h %l<n X n , IL-TIFit <r> * » ^IM ii , it fc14*> t FSfliititt £ & j5'* & L it * 

Tjpl^T, IL-TIF*' y * £ /D- Zfi, 4 fciioSSW::^ 

oTv4 ^fl#H V . IL-TIF#£#^ ftJBff £>ffi& t & ?t * tcftffl "t 

* i t £ A c 'ftot-, IL-TIFJJ , IL-TIFid^J it , E^fe & DMA 7° D 7 7 i V > ? U & 
£ C- A £k*S U P it t iz IL-TIR9||#* fill* & fz Si mmtt f y 7 .f X $ 

* £ ii s#t a t * Kfem nit^n. 

[0 19 7] 

-JKU > B# U * if * it isr £ Ii££&*&tti1- A fz s?> U it fer W~ ffi 

«#flB«fc*Kti, -ftttfc, ^»£#MSft*'^ : Mathew (ed.), Protocols in H 
uiian Molecular Genetics (Humana Press, Inc. 3591), White (ed.), PGR Protocols; 
Current Methods and Applications (Humana Press, Inc, 1993), Cotter (ed.), molecu 
lar Diagnosis of Cancer (Humana press, Inc. 1396), Hanausek and Walaszek (eds.), 

Tumor Marker Protocols (Humana Press, Inc. 1998), Lo (ed.), Clinical Applicatio 
n of PCR (Humana Press, Inc. 1998), js i tTMeltzer (ed), PCR in Bioanalysis (Huma 
na Press. Inc. 1998) <> 

[0 198] 

* A , r r tJ V 7 v x - v 7 v *; 7, J i & £ ft& , IL-TIFjti£^ 2, Jt >) 
?ft/-77A, r/'^77 £&Sft*, IL-TIFiftfK^a^W^JiX 30 

ftp * jpi" v> ^ i -ft SS L T t Jt (Snouwaertfb , Science 257 : 1063, 1992 ; Lowell £> 
„ Nature 366; 740-742, 1993: Capecchi, M.R., Science 244; 1288-1292, 1989: P 
almiter, R.D.£>. Annu. Rev. Genet. 20: 465-499, 1986) 0 iil£K><-, S 

.UW^fSftf i I < im®m&&%7v*~ ^-T^TL-TIFl'^j^mt^ F7>7^; 

i -i: >. ,•• If iSlL-TIF^ <) ^ 7f ■ K, ^(^* I.) FUrH", J i (iSEft 

IfM/D«^TL!i»4 ULt\ IL-TIF^I|a^^^U 

p9SJii-4!ifliisi*ipi£i-a^ffl*^i;^ ^oil-tif. ^-^t^t. rfjt(±T>^^-^ 

v^7,(±, f£^IL-TIFtf 'J ^'/^ KCffi?U#^ I ■= y ®a»23CPro) -167(11 e»* 1 « 
^ 1- 4 ^ o PI # . y V 7 T ^ 1- IL-TIF-7 1> 7, \t . IL-TIF^M > ^ ^ Tffi 6*1 i- '£> ^ 

^^ffl^ui£^^itT^Ai^^^«iL-TiFT>^^^.^ f^tt^-e^* i ^ vtr^-r- 

^ ffi t'fSIH'^ i fl^C o t f # ?t ii-v ^ 7.IL-TIF cONAji, J y 7 T t> r ^ ^ 7 
i^fiCiOCRHtiii § A 0 i*l^©-V7^(i, -f > f U 13 ^ T C Jt U 
JtoT=r- K 3tU.IL-TIFl.iS^;io.J: a-? > : i 7 jt*K«ffl £ ttT t J: < , 

^ax.T, >:«J;H^77,(i, *ftM^ffit^eb5^^W{W14*3j:0%i^^|4tf 
T*jtfi!)UWffl't4iiA 1 T|i&o S^U. ^^fflS('.:iet;L^IL-TIF7>^^>^?K^ so 
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(57) JP 20O6-5OSO23 A 2006.3.9 

% 9 \-'$& Yt.fz ii IL-TIF[p) ijr fz *) tf-Wj A©^>A->'i^7r-?W wsa it , ± 
H-TIF* ^ K J: o T , Wftt fr o T 4> J: ^« 

[0 19 9] 

$^ffli}:Ei?ftt^-&J:i(:, N 7 y 7,-y±- -j ? v?^-e<7>iL-TlR7>ia 

4- * ^ L , .1 fts*. mm-Stmt-*? y-?^~7 ]- zcytorOfil^ J; o T ft * L 0 .I^iH" 

tfot, *H fj^trt t f- -IL-TIRt y ? Q - f »4it#& t^IL-TIFt&I^U^I- & T > ^ w 
r. h , M U ; K BJ ,'| |£f£ Vr #■ .ft J: 0 ; i * t t> K *f 1" & ! * , & Se 1 ± S C> i£ & 63 * i e? & 
#Ufe$«^c£*t£IL-TIF«jT&T^ 9 ^-7, Y t Ufffifi^, 
#|&[jli*>i£ K I" -IL-TIF^ 7 ^ n - 1 ^IL-TII^|£iC*J f|>7>^-^}-, 

. A tiutr hfcr-l*£ff£, ibd x -T-im.., . roo. : . " * -~f;wfc£Jbj: 

. m ^d^^s^^Mfai kif7n- ym% mmw.o m. -b^ til-tif^ 

[ 0 2 0 0] ™ 

frtf i i § &o «k*^^(±, ^&##Bffcis^-CS*qT* h , i t x. f*\ Remingto 
n; The Science and Practice of Pharmacy, Gennaro, ed., Mack Publishing Co., East 
on PA, 19th ed . , 1995*1 fM m § tlT j3 J) , #H i t X ^ IS tf K Wh K H P> *l * s 
Slli, -iRWK, 0.1-100^g^kat^(OM/S, &l L < (i0.5-- 20mg/kg/B 0$eH » 

ft * £ I*. 3 A * K +fr fr« o 
[ 0 2 0 1 ] 

S A. tftIL-TIF|£*M3 J; lK^-^jHU Kfl^ftt:^^? tlTv^ft^ 

« k ^0 ? *i ti mi-Tmm & x ^ ■& *■ >j ^ y ^ K«jfe ^ ^ m ife t 0 wj* ^ ^ il-tif 
fcttiitT )i ^ Mt<^> ft © t fkf>*4 ir<^4 - S.s& S r ^ 0 s *i A i <?> x-& & 0 i 

'J - * * ^ |S#ft T? * 4 C?t t i MT v Harri s t> v ^ @ if fp ^ 5 , 252 , 714^ * 3 *l ^ 
) 0 s-fr^ti, ^ L T'^T 4 ^« ^(S-e* < T i J: ^ B S 6 K , ^IL-TIFtft#* i: 

[ 0 2 0 2] 50 
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(58) JP 20O6-5OSO23 A 2006.3.9 

vy y i ) ^ — (peg). t;^^r v-peg, * y -ca-ao) t ^ 2 * i> -peg, t >j - ^ * * 

v-PEG, *iJ-<H-e-Ji/fcfp«J F>)PBC, YVVfr^J* 1 -*vPEG, PEG'/ ^7,V 
ft: R, bis-;* ^ y J 3 -J )V 2r - >K * - h PEG. r/u f J, y - fl/** >j? 'J - , 

Ig-fb* 7 n tfb- > /Sftx^ > 3 # y ? - , # y * * v-x-?-Mfc 3 ft £ * o * - ;v C 

^^7MtfeS#^*'j^-^a^#^ 0 gSJ&PKtf, &600~&60,000, 

, 12,000, 20,000* <fc ^5,00(to^Itft*iiS ! f^ 5 IL-TIF&'frfetf i i 

-?) <£ 9 * * v§ t£ ** ' - - c> ?a # ti ; fc f • 1- : t &-c b & ,, 

[ 0 2 0 3] 

^IL-TIF&yftiS i 0 r S-&**') *<-f* R?>lo<7>0lJSi, fitlL-TmiiTi i - ft 'J ^7 
^ H&3*M tffilL-TIRfift: & jt CftS^* 0 m^^^MK^ ft£fSHfc# U 

r^^JVSP^S'^-tco PEGi±, ^^^Ht** 1 ^)^;^!*, lt, J^il-t 

IFffiftjs Jtfi|g£#U^7'?- Kii. PEG. -frfrfc^ TPE&fbJ I L T Sfl ^ *IT ^ * J: 
^##T& ^<L^£& 0 IL-TIF^PEGfbfi, Sflc*S"&U^^TaSj^PKftSJES«^'f 
ft #- K jt o -Cff T >- i § % Ct i 1 If, E^H#^ ^0154316^- , Delgado^ , Critical 
Reviews in Therapeutic Drug Carrier Systems 9; 249 (1992), Duncan and Spreafico 
, Clin. Pharmacokinet. 27; 290 (199*1), £ J: tfFrancis^ , Int 3. Henatol 68 ; 1 ( 
1998) £ # BS £ ft V 0 0 A t A if , PEGf t it l^/'J 3-^U7 ^ 

v MLEffi tfci&T )v * M leek u «t o t is •? i i i 4b <> t 7/ d - f - k # ^ 

"C ii , ftLlL-TTF*tft * Jt C^ * 'J 7*- K li , PEC<7) t K p * v £ ti T 5 J 
ftM S ft V 1 > A - U J: «3 f » ^ *LT^ -&T&t±<t: S Jt^PBCtiH itCio T# 
*3Jt4 0tt^.lf, Karasiaviczib, *H#tt*5,382,657-§-*#Bp, & ft fcvOo 
[ 0 2 0 4 ] 

T->MtUJ:*PKiftli, iSlL-TIFJa:#:4jt(iO f ie-&jK'^-/f- KiPKflJ 

*&i*Jt:^TJU'|»i»frt<0Kl&*»£'5t+4» ■f&1*'fb?ft,tPEGi7sT;V^^jii > N-t Ko 
^-/^r^'f 5 Kt-U.^rMb?ft^PEG-eifc^ 0 WlCij^TfSMU^^^ 
Lt, rTv^^tJ ^SiSti, ttTI-TTFttil .b J; 0^ U • Yb 7tmti*D ^ 

7<V&& %&tj ! 73 K, A JWtjrf - K •? ^ >■ £ t% T -> ^-fttl X. o TPBffc 30 

X (f S ^ V ^ 7/^ K ^ PEG(PEG(^ T ^ t KBS*f*<^ £ ffit± ^ 7, r JV 4 t*) t , 1 
'--> i A i± 1 ^ PEGE^IL-TIFt:n]# t ^ [A ^ -^^ ij ^ 7^ F i- g^t4*#TT & 

Jf, PEG: ^IL-TIF^f^S A^Cl^^*9^7^- K^)Jt^S^i5f, *0 PEGf^ft^^IL 
-TIF^^ | ti t?g^# V ^ < 4 h o 

[ 0 2 0 5] 

T->MLUJ:^PEGf^^5El5ti. JftSWKii. V 5 ;lf7y)^-a^^L 

TPEGfb 3 , * 'J PEGfb 5 ft fcfctIL-HFffiffc* A «.) -T-t- I" i r 0 40 

A|S5C |i , 4 t&milL-TIF^fti it tiCFg'&jK V ^ 7/^ Kti. ^4 < ^ i 95%^ J - v 

[ 0 2 0 6] 

[ 0 2 0 7] 50 
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* j pkil % ii t: ± fan i-±mtz> fz «>&&7t]t - 'i * 'i- -fb * ji- 1 re mmtittt , mm 

mV>(Dtzgy^mx°h&^K^fc$ 4 far* J £<Dmx ?::KhtA±5:nmi- %> c & 
SJ&Ji, ') v 7SSo f -t ? ; it a7 ^M-JSS1« s -7 ? / 1 i 

[0 2 o s] 

d — t 5 / mmim % m *> tz t> k &® % pi: .; Mjct /i- =r Mt*frT 

T* RS&ti PKi fcLlL-TIP&W t tz \tm £ * 'J ^ "/^ F t £ K UkVCbm 

[ 0 2 0 9] 

mi-Jinm $ ti n%a # ') '< y' * msft <?> ^nmm^m^i 

Tii, »7GT**MfcElS*fU±. tiilL-TIF^f y^"/?* FON^Sfl^* 

^ frtfifcfcT4*tt^*4, ^s^fF-TNi, n*$^ 

14T*<&IS£\ *»4*#4:jt*i-*A*KJt «)£<S>#'J ? 

iie-&# , ^yf i K^tz-fv-, ^to^?-, *^(i^)p^^-iirfttt*§ft 

[0 2 10] 

fit £ iC m L T ii , -ft a KJ * ii. W 2kDa~ ^ lOOkDa, j^j 5kDa~ ^ 50kD A f ii^j I2k0a 

-ffiten , i : i-ioo : ivj^pi c>, o ? 0 k (i , kmfex >) : ftiL-TiFifcfti 

^lA^ ^^y^T"^ K<0*^ifci±. ^'JPBCfbKMUT, 1: 1-20: IT* f LTt ./ 

PBCftuMLfii, i:i-s;itA4i, 

[0 2 11] 

, ^ ifcffi 7>^ I- ii ^ T T* ^> o fz t k. if , Karasi &ri cz x @ | - 1 ^ ' 382 , 657-^ , 
CreewalC *H#^^5,738,84&-t> Nieforth^.. Clin. Pharmacol. Ther. 59 : 636 (1 
996), ftoikarsht,. Anal. Bfochem. 247: 434 OS97) *t)tv» 0 C^)**tti. St 

[0 2 12] 
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(60) JP 2006-508023 A 2006.3.9 

; 239(1997) : Ranade., |~ Imp! ants in Drug Deli very J Drug Delivery Systems., Ranade 
and BollingerCeds.), pages 95-123(CRC Press 1995) ; Bremert>, protein Delivery 
with Infusion Pumps J Protein Delivery : Physical Systems, Sanders and Hendren(ed 
s.), pages 239-254(Plenum Press 1997) ; Yewey£,, [Delivery of Proteins from a Co 
ntrolled Release Injectable ImplantJ Protein Delivery : Physical Systems, Sanders 
and HendrenCeds.), pages 93-117<Plenum Press 1997)) c ^s0f5^s0|S##l^, ^ U 

-a, ^-Af, %<D® 1 <nfy%<r>W§% t^-^bo 

[0 2 13] 

V % v - A ti , s ffi # v ^ 7^ K K m Ml*) , W§ ft , W ft , SS ft ft , £ T 

^"T*fi!t*Sfi5/Mia-C'*4(— ttfiSlK, BakkeMfoudenberg^ Eur. J. Clin. Microbiol. I 
nfect. Dis. l2(Suppl. 1) : S61(1993), Kim, Drugs 46: 61& (1993), jg J: t> ; Ranade, 
T Site-Specific Drug Delivery Using Liposomes as CarriersJ Drug Delivery Systems 
, Ranade and Hollinger(eds.), pages 3-24(CRC Press 199">)£#BS £ Hfc tO s "j*V 

& 0 Mscjfrtt, ^-^v-Aa, is* - u^v-a^ o 

.02 /f ra-10 /f mJt itilH^I 3 i i «*<93Efll* 'J # 

V - A |*| : rMS^i^telSr^E^i i u^u fi'7)i«Bff)EIrt(: 

, *-7""t;Wt1"*.-i^TS&0ti:i.Iir> btachyf,, Liposomes In Cell Biology And Ph 20 
armacologyOohn Libbey 1987), js £ OQstroh ^ American 3. Hosp. Pharm. 46; 1576C 

[0214] 

i3>Aftffl4-*»t*o »^v-Acr)ia|f(i, ')vv-^f^J 

ft, sy^MbSHfcliSJ^affi^^^CScheiThtJf^v Ann. N.Y. Acad. Sci. 446 : 368 
(1985)) 0 «ft^«, /hS^'^V-ACO.l-l.O^m)^, Mft£.£»*U 1 tj 30 
i&D ± if t> H T , #iae?)H}AfFFIISi3j:J>*ftBK±t LT 3.0 ;( mj: t) 

•• - a ii , ilriiv'-- ^ (,: ^t* t- £ ,» fflpft f£ & 00 ffi )&(■.: J:* % J: i? J< £ ^ ») # v - a <o ; 
/ ■ 1 ' \ m , fl& 1? , t . 1 1 m ±j\ >-rv7T-?K. & <t CKflf 81 at * K it m 

[0215] 

^ a 7 t - ^(D^T&tiftfr^tr n < OB-^Jgi: i: 0It4 i i & (Claassen 
£>, Biochim. Biophys. Acta 802 : 428 (1984)) 0 V # V - Aflg'vtf) ^ D n *) \d 

Y-$ttti.-F>}^i-vyy>) ^-fr-mmmt", ymn<vm&&i&, mmn&^x^m.vs. 

i^ti-:S^-3^^ C t^^Hfc {Aliens, Biochim. Biophys. Acta 106S : 133 (199 « 
1) ; Allen Pj, Biochim. Biophys. Acta 1050 ; 9 (1993)) 0 
[0 2 16] 

UtK-^ 0 ^ -f :t > 1* ^S'ffittS c P II $ 4t A 'J V - A * if 

m l T, jjm* ^f'^t^tm^ (Hayakawasi ^ g *@^SS04-244,018-^ ; K 
atot>, Biol. Pharm. Bull. 16 : 960 C1993)) 0 h<03MH^ ^a*^7rf 



http://www4.ipdl.inpit.go.jp/Tokujitu/tjswhen.ipdl 



mt^S (Shimizu£> , Biol . Pharm. Bull . 20 : 8S1 CL997)) C 
[0 2 17] 

¥ - r -j r 4 y ? if y k £ >,» # v - a <o S a k ft ^ ?**:H s t§i, kU tf, »? 

i v - A. * S if y 7 } .'1 ■ 1 g T L T 7-/Tn^'j3'/nr^W7n-70 

£&(Kato and Sugiyama, Crit. Rev. Ther. Drug Carrier Syst. 14; 287 (1997); Mur 
ahasi6, Biol. Pharm. Bull. 20; 259 (1997))<, Wu^, Hepatolcgy 27; 772 

(1998);i, T->7D7i70t«flt* 'J # V - A <7)t> V ™ 
m It L . STffl.fet* U7yTC7x-M>7 ^ju $ it A U * v - A S/t 4 

;ii^Lt fl -?r?\ hv^ffiS^tr 1 ; *°V-A^M#lia, 7v7 

D7x 7-f >(7)fltfv4lt{-- J: '9 ISS1"&£i^T§&(Murahasi^, Biol. Pharm. Bull. 20 
; 259 (1997) ) 0 j}!')7 3ifMt?*ir;fchii»7 JV / 3 > 0 # V - A {i , Iff ffl & 
LT'J#V-i*?-y v t -f > ^ — T 7°n - (Kampsf^ 

, Proc. Nat"!. Acad. Sci. USA 94; 11681 (1997) ) 0 <£«±, Geho^, *g$R«4.eO 
3,044^i, |ff(i^MLVcftitiffl.fet*Nmt4M^S*t*^t*^S14t#-t*, 

ff ^ « n m i! * v - a m% zuWllx^&o 

[0218] 

mm?-? v t -f > ^ & ? f, t-ftft * 77'D - ^Tii, ? - r ? v m&k t *> 2Q 

fcCHarasymib, Adv. Drug Deliv. Rev. 32: 99 (199&)) 0 litrtl^iiil^l/;^ 

■i y 'J #v - A SCji^&f){ij-J^?^2> (Harasym^, Adv. Drug Deliv. Rev. 32 : 

99 (1998) ) 0 
[0 2 19] 

* H ^v-f ^ n * 7*Mb*>flf *Kifc&fif£ laffl LT, ittlL-TIF+jfnffifrij Jt tf 

Andersont>, Infect. Immun. 31: 1099 (1981), Andersonf,, Cancer Res. 5 
0: 1853 (1990), & J:<;FCohen6, Biochim. Biophys. Acta 1063: 95 (1991), Alving 30 
£>, [Preparation and Use of Liposomes in Immunological StudiesJ Liposome Techno 
logy, 2nd Edition, Vol. Ill, Gregonadis(ed.), page 317(CRC Press 1993), Wassef 
Meth. Ehzymol. 149: 124 (1367) *#BB ? HA vOo flif^Lfc Jt ^ s&&K)i-#>$ 

^-,'U)©liW3S##S'^WT ! {) jL^CAIIen^, Biochim. Biophys. Acta 
1150 : 9 (1993))^ 
[ 0 2 2 0] 

It ^ *L ^ 0 V ( 9 ? ^ V 3 0 K)(PLG), *° V , *° V A- Uxf ), 

m imiii n e - h.' r 1 7- - i & y ••• - * y v - ^m/j^^ ni^ l. « 

, C W ff 3 T\ ? y ^ $ K ii. »/* ^ - K ? it* (Gombotz and Pettit, Bioconjugate Ch 
em. 6: 332 (1995) ; Ranade, |"R°le of Polymers in Drug Delivery, J Drug Delivery 
Systems, Ranade and Kollinger(eds.), pages 5l-93(CRC Press 1995) ; Roskos and Mas 
kiewicz, TDegradable Controlled Release Systems Useful for Protein Delivery] Pr 
otein Delivery: Physical Systems, Sanders and Uend r en (eds. ), pages 45-92 (Plenum P 
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[ 0 2 2 1 ] 



-?-<Dffi?>«^&l'i>* ^ST^UitK r:Hii\ Ansel and Popovich, Pharmaceutical 
Dosage Forms and Drug Delivery Systems, 5th Edition (Lea & Febiger 1990), Cenna 
ro(edJ, Remington's Pharmaceutical Sciences, 19th Edition (Mack Publishing Co 
mpany 1995), jo J: L^Ranade and Bollinger, Drug Delivery Systems(CRC Press 19%)(; 

[ 0 2 2 3] w 

, t: U- y z> - )l\ vzt- i Ho ,1 L?&%: 

[ 0 2 2 4 ] 

[ 0 2 2 5] 

IL-TEFjH n * U * ^ K tit, 7 -¥ ^»Mff lH» £ PCRjfcK j: !} CH^J2. T 20 

KZC 25, £40 (ga?IJ#^ : 5) $3 J: tfZC 25,S41 (ge?U#^:6)£^TPCR&{C J; «5^t>HA 

&m&%:2t}XV&ntt:3iz*$iiXvZ 9 K * -f vfclL-TIFiifctt 

[ 0 2 2 6] 



t f IL-TIF^sgli^^**^^"^ A©. ClontechCPalo Alto, CA)c> Human Multiple Ti 
ssue Blot (MINI, MTN2J3 J: OWN3)£ffS L T / — >W£fro £ 9 237 bpwtiDNAT'n 30 
- 7' ti , PCRi* K Jt o T# . * 'J =f J! ^ V- * ^ KZC 25,83S <ffi^| ^ :7)#3 J: tfZC 25,3 
39 Cffi5lJ#-5-:8)l' /^-i* t iTWffllfco Marathon cDNA Kit(Clontech)j3 J: O'-^k 
^WfcE^Tg&^LA, Marathon cDNA£&Sfc LTffifflLAa t h^y ADNA(Clo 
ntech)Ufjn^T, &T«fc Fa«i#ifi5^|iilll(;glLfc: ') CD-K 
CD8-K fcJCFH-Ro f-TJPf^^^-^ftli, MULr;: 941? -?2£ *1 

94t:Tl5#\ 62^T20#\ £ j: i7T210T W£ 35^ ^ ;V ; 72tT V 7% % 1* ^ 

S0;s > F*-fXC237 bp)^4%T^D-^^;VC|!ja)g ^> K*«^iUL. if.it 

gffll^^^U^oTGel Extraction KitCQiagen, Chatsworth, LT?g$l L fc s 

cDNAji v l^i-^^ftwSS^^oTRedipnitie II DNA^ift^ v 1 (Amersham, Arlington Hei w 
ghts, IUfrffiffl LT&ltft14^£-CSS /n- /{i. NIKTRAP/ y ^^fjy A(Str 
atagene Cloning Systems, La lolla, a>*fflv»T^I8 UA«, EXPRESSHYB(Clontech, Pal 
o Alto, CA)-j|^* / V^M r'J ^-f if- V' a > fil £ is J: tf^ >f 7'J ^"-f Xffl^)ftffli L 

-Wff*>titzc ».^. 7dv !- ^2xSSO: t. -XV], SDS^^K S^Titif L. , *V't2 
X SSQ3 J: 0=0.136 SDSitft^ , 65^ X~fc& L , ^ <t>fe, O.lX SSCiS J: CF0.K SDS?§^^ , 6 
5"CT^^L^ 0 7dv Mi. Biomax MS 7 -f %■ A (Kodak, Rochester, NOt:5Qnff^3 
lift a, P.TTW / o -J y iz&nm^ ja h v y-r & tm& ? *l£ »^ 



[ 0 2 2 2 ] 
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(63) JP 20O6-5OSO23 A 2006.3.9 

A Master Dot Blot(Clontechi , _t-&<7> X $ K 7 D - tf > i ~f *) ? A X 

[ 0 2 2 S ] 

^ M ffl 3 RT-PCRfe £ ffl ^ A IL-TIP^M.fo?) [o[ £ 

Sr#*t: M^i?. 100 ^ng^^n^SjWfeiaaSICBecton Dickinson Bioscienc 
es, Franklin Lakes, MOUilL &«ftfcft£S*TijMg Lr.: 0 B«ili§i#a, VarioH 
ACS VSf£g ^^ifeJ; CF CD15^ ODf-X OH Itenyi Bi otec , Auburn , CA) £ ffl ^ # 10 

i Vari^CS* v r i 7M K * 5 A fl J: 1) £ *l , & , VarldWCS* # f <i 7'1K * 
■9i(Milteivi)Ki 19 , £££7C<0{« ffl ft*!* K% o T S *l * o 
##H!lj&V - -f -r y?(FACS) (Pectin Dickinson, San lose, GUSWrfc. j: *)3rfe^o$?tf 
l-T, M«>M-&fc X m >■> Ktz$m%Vhfe Lfco CD19+ gfflj&ij 1 1 96 ti^ * -H , CD3+ T 

[ 0 2 2 9] 

^ # f K £ ^ X 65 * * 8 £ 03 n , iL I T w * 3^ 4 fimfl: S it ^I^ffl 

6'3t.-:RW^pM tr:: 0 cms+As • n a)3+fflj&tf , 5 ng/ml PMA(Calbiochera, La Jolla, CA) 
* J; 0*0.5 /( g/ml ^,;v^ */ ^ (Calbiochetii)^-^^ i m & RFMI + 10% FBSgJUj* , m& 
4* 500, OOOfi /ml tLT, 4i$M£ J: CF24lSHJ£*-r4 £ t "Ci&ISrft S 10 ng 
/ml LPSCSigna St. Louis MOJjjitflO ng/ml rhIFN-g(R & D, Minneapolis, M0*ft-# 
1" A RFMI + 10K FBSj£&* N 24B# ffli£#f ^^tz 0 anjg&frjfctfe U PBST? 

ft i£ L » S jt5c<?? « ffl ft 91 S *c R o T RNeasy Midi prep(^ f|) Ki t (Qi agen , Valenci a , 

CAJtffl^'C, RI**#BlJ& > itJ»«)*^»IS!L, HitTC^^IHSK^o-C Superscript II(M 
m Kit (GIBCO BRL, Grand Island, NY)4*fflnT, t^-^dm^^WLltZc 

[ 0 2 3 0] 

* ') 3*ZC 25,S38(ie?y#f -:7)A> iC^ZC 25,840(ld51J#^ :5)4 PCRKfiB^ttffl LT, ± 30 
m<D&.W*. IL-TTRS jgBg ^ K ^ 1" ^ 47?. bpco if H" t T ^ ^ «J - x y ^ L o PCRif 
ratiTaqspiJ _^ (BRL Grand Island NY)^t^^ SfS^fr li%L<r>& >J Hi:: 94*Cf 

15#, 62 < C?20# V 72^-^30^*35^^ 72t)X*7^*l^-f ^ )V ; JiJty4CK»* 

fcPCKit&^I c^i, C++) * PCRS^^S^S L7t. C+-i-+>*^oO^ 

[ 0 2 3 1 ] 
( 3£ 5 ) RT-PCRJ^ 4 ffl ^ jfc IL-TIF^ m^Sa 
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(64) JP 20O6-5OSO23 A 2006.3.9 

[ 0 2 3 2] 

IrK-^i; )■ ■:■ . IL-TIFfelJf^-ii, fr±LT^&CD3+ >I t J3 t Xf 

[ 0 2 3 3] 

giaw v -ufen ahiL-TiFs^^^ 

• •/> J: i : t T fcJ, w ( : ^ g £ H A : pZPT- * DHFRa^ - - KiSS^t' ■. 1S 

fiBUg® NcaTfc J; i^ PstlCBoehringer ktannheim)£ SI v * A DNAfff -ffc J: '9 B^i I A<> fiHfc L 
A Umt' 1%T # D - * JV ± L . ! 9 ffi L . I T S j§ > ft IS o TQia 
gen Gel Extraction Kit (Qiagen^^^T^i/liil^ LA 0 -if^ v' ^^K'v— * - C> 3 - 
K|aifiHfflS't*DHA|6fH"t, JyJ^-ZC 13,946(1^1^ :9)j3 J: 0=ZC 13,945(1^1; 
■£:10X fc^'K^St LTpZeoafc<+)£jg^TPCR£fcJt *)if*§LAo v-2C 13 

,M6(g£ H-S : :9)U ii^JP^fi: PstLfe J; .j I* 1 L 1 ; = i £ 1? , 7" 7 f 7~ZC 13,945( 

SS5iJ#^:lO)rii^jPIf^NcoIjoJ:a i Sfiur^#D D 5HTv^ ;) PCR^*, WE® jfPstl 
43 J: C^NcoI-cWBif L . R U = o*>§lK&* ^ HIM L T PS 3 H A , pZP7-< ? 
$ - K ? D - y 7 t A c Z.<T>^9 ? - £pZP7Z£ Stf A„ 3fcfl , ^ ^ ^ - pZP7Z£|iM 

[ 0 2 3 4 ] 

DHPRjfitR^^*-05 3- K^fii^fl 5 , pZem22&^# 
<7)^^ K^JICiS £ HA, iO*ffL^*^-*pZP7Ni^#tt/t, XhoI^l>^tf^ 
* v 7 r - If **pZP7Nfc Jn/IT, llil>?)clM»:?c-.-v7i:IL.i^^-l 
f¥«i LA; t ^ ^ ? * - * pZPTNXt Bf a,£ 0 cDM^~ & ^ A £ 

. pZP7NK 20 « g£EcoPJ(Life Technologies Gai the rs berg, t*) 20S.i£4oJ: OXhoICBoeh 
ringer Manrhelm Indianapolis, IN) t'ffl 'T 37t:^5^K ffiit L , ^v^68*C^l 30 

5-6-HSv'Ao ^ii, jffkii^^O.g iM*AT^u-7. lxTAEr>±T^BjLT^ 
-j^Pj^^ y 7 r-^^SI LA 0 ^?5~<nnv h't-^^thl, mt^mmWK%^ 
X [ p-Tlf7-¥i CNew England Bioiabs, Beverly, W)T*^^LAo TIE<?)0D3+SKc 

tK ^ ¥ T 45 ng/ml tic, 
[ 0 2 3 5] 

b. mat h^ - mtcDB^s.^mm^dDmy ■jy'j-vm®. 

AitJH V V T M Sk L A 45 It t h CD3+ii^^^i3 J; ^ 1 . 5 X Iff m Z . 37 1 T 13 

B#Hi^tA^ S^UJ: «5^RI tA 0 Qiagenti (Valencia, &)<o rRNeasy Midi J + -y 

SSRI***ffll&-it»S!*-^^«LA 0 CPCaCLincoln Park, NJ)^ ri*C mRNAtl 4S 
7 hj iTfiNA££&RNA 225 /f^fStU, mRMA 3.4 ^g&i^SU JMT 

[ 0 2 3 6] 

«ij m. t A t h- ffl SSs b ^ - ffi cDNA£ W T <?? i ; ) tc fig L A 0 ^t0.34 A g/^l 

U =fdCO-*K* 'J <A) CD3+ RNA 9 ;( 1^3 j: ^UTOSXhoI^^^, 1 M Q/>1^-M 

T^^-^Ao RN*-7*7^V-S^fe^. »-fcffl«gffiC5x SUPERSCRIPT ^ 

Life Technologies) 9 P _ 1, 100 rtfl V**?. V i \ - jM ^ 1^ ^CFU^IO nW«d 
ATP, dGTP, dTTPis J: l> ; 5->' ^ ^-dCTP* K S «J > $&m(Pha 

miacia BiotecKfi) 2 ^l^^SqLT, «5-ad3NA&^S*^S&S*A 0 ££5^^*451^ so 
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(65) JP 2006-508023 A 2006.3.9 

XAfrm i Lfcft, 200 U/^ 1 StperscriptriC^^f*), RNase H-&£;Eg| 

ftCLife Technologies) 8 ^l^^DL^ R»£45T;T45^ >*j_->t- h L tz'$k 

cri ptll (J£ ) RT 2 „ 1 * ^"bJ L X £ £ H 15#H ^ + ^ - ]- L l'r>^ i- It 

•• '-m; } .. i ? i. •• / .. $h&£*L$»'.o>i:*? KJicDNAs^ 

3£tfC7CKx*,>-jv 100 ^lfiift^iK^L^ gri,&itgffi 

[ 0 2 3 7] 

&*ft<7)TT\ S-acDNAiCttl.TtTMr?^ fciU £-iS.cDNA9& J, 5x 

*° V 7 ^-fcflftW^CUOO iM Tris:HCI, pH 7.5, 500 iM KCI, 25 nM NgC% , 50 r*l (NH, 
\ SO, ) 30« 1, 100 frtlv^ 1- - ,'V2 /f 1. #10 ri^f^ * v J? 7 + KH 'J > 

imt^ii^ ^ 1^ 5 nW b-MAD 5 A , 1, 3 U/> 1^§S (E.coli)DNA<; #--fcf(New En 
gland Biolabsfi) 1 alfcJctflO ty ft l^M^CE.co1i)DWA* <j * 5--cI<New England B 
folabstt) 4 «1^-HL£<> M^SStT-tvy^^t, HiST^'^-r y**.^ 
- h ltz&., 3.8 U» 1 RNase H(Life Technologies) 4 lfrffijq Lfco ££«15t T 
2e#W-f h L£&. &m 4 > * h L£« M TRIS pH7.4 10 ,,1 20 

* EjfcW ffijq U 7 £ ;-)V/^dd* a & J: ? n d * a ^10 ffl a L , & 
^TTECLO TRIS pH 7.4, 1 n*1 ECTA) 50 /( 1t#«J1* f>*fAttJ L , ^iliT' 
~ JUT 0.3 MB^®-t* f- >J >7 A ©fffiTti *;-JVSfclfc3-£fco ft*** 70%i $ j~ )V 
100 a 1 L , ft(£ 3 * T , 7K40 « 1 3 A 0 

[ 0 2 3 S ] 

^-g.cDWA 40 « 1, 10xv> ^tf-> j( £ I'T-^aMSffiO-lf* technologies) 
5 ^1, ix -7 y ^/ >ji 7 - ^fifit l u/^, 1 1; L fr^> ^ f - y ^ ^ 7 
--if (Pharmacia Biotechft) 5 ^,1^4*1 A* * X'45frm 4 ■ h L 

fc c 1 M Tns: HQ, pH 7,1 10 ^ ltffijp tTE.s&l'1f it ^ a^T±jS£»J: o U 30 
7x7-,^ p n-^^A jg J:l> s '^ dd**AK Jt^J|||£b*froio ttlfi}&, cDMA^0.3 M 
h ^ ^CfffiTTi?' ^^SHfc, it^fe)^70%^^ y - JV100 ju l^^jf 

[ 0 2 3 9] 

ffiSHfc cDf^4' T4 DNA*° >} * y - -tf T¥ if b L ^ 0 * 38 ^ 1 [C ^ * tl cD 

5xT4 DNA^iJ j! « ~ if^linlGSO rafcl TrisiHCl, pH 8.0, 250 t*1 KQ, 25 irf^ MgC 
1 2 ) 12 0.1 M-^^^ 7, V i V - )V2 p 1, ^10 rttof * 9 V*f- KB »J >| 

&igi£6 ^ lii jr tfl U/a 1 T4 CNM* y ^--{fCBoehringer Mamheintji) 2 a 1 
t t 0 15rT45^ f > + ^ ^- -> a yft, TE 30 ^14* f£Sq LT^tS^#ik ? -frjt 

, LTTE 20 P . l^^tffltii Lite DNA^Pellet Paint(SlS) (Novagen)^ + >) r2 ^ Ijs 

[ 0 2 4 0] 

TO t cDMA U a 1* J: l>65 pmole/ /( 1 Eco RF\ 'J > ^jtT ^ CPhamiacia 

Biotech^) 1 ^ 1S-5X V ^r--t*i8ffii8f<Life Technologies) 5 M \ 10 rafcl ATP 2 ^ 1J3 
Jt l>1 U/ /f 1 T4 DMA ij if (Life Technologies) 3 « 1, 10X 5 A 3 

h (pellet paint) ^it»1-£^>*K t ^TS !t 8 9#HK*>?5:»)1 
OC**e>22 , Ci^jlftJi#$T?a$Hl>f y + h L, ; ^^T25'C^5^M-i' so 
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[ 0 2 4 1 ] 

t L T Eco RIig**3i£ J: tf S'ii KXhoaK**S§ £ & cDNA^# h 4l£ . <* 

mm * & igfttf* ±£*> 7^-Va> „ 1, lOx H^lgftCBoehringer Mannh 
eiwtt) 6 ^1, 2 mg/ml BSA(Biolabsft) 1^1, tjU/ plisJCMO U/^ 1 XhoI(Boehring 
er Mannheim) 1.0 u l£-&tr *Tfr tofrtz 0 mitit^C vW^jbil fc 0 68 

[0 2 4 2] 

^"fe^CResearch Genetics^) 5 j-d^^tDLv cCNA£0.8&&5£ £ r# n - -X lxTAE^;v 
CSEA PLAQUE CTTCCiSig) flfcfe&TtfEr-X; FMCtt)tC D - K IT L K o ilAU 

- /'^ i-c a. n r , 15:'^ £ est; a f** ?«7^-^ $ « m# £45t; k ¥ 

fHtL^m, 1 U/^l £-T#?~**I(Bio1abstt) 2 « li^fip I . , fi*!fcfr45t^90£ 

,000xg£T4fiTl5fl>|fliS^LT* *fft"fl;S>T#P-**Rt)|$fc, (Ofttx?/-* 

nn^'^yg >"*fiofco K4t:S£if, 5xT4V A'-^M^aife Technologies) 
2 ^1, 10 n*l ATP 1 ^1, EcoRI-XhoIfMi'tLr.ipZPTNX 1 ^ 1, 0.25 Ifcftfll 2*1 
£T4 DMft"J -tfCLffe Technologies) 1 ;( 1, &T10 ^lt I T, cDNA 0.5, 1, 2£ £ 

(43 A ilSr4o««S|[W?>f'>*-->a>et£E» + Kia^tT, 22*ef4S#M, 68<CT20^ 
4 V * - I- t , ft 18+ I- U ;v ^ 3 ■£ . ftlfU £ * T 10 « 1 C 

MiS S*fcc ^ 7 ^- "> 3 S'Elfcte^&l ^ Vitt ^DHlOb ElectrtffaxCj&lsOJL k ^ 30 

h d 3 > t: t y I 0-1 tie Technologies) 40 fl 1 , 0. 1 cn#<?> ^ a -m ■■■> y (Biorad) i 
Cenepulser(Biorad)l'ffll^ ,^)Va3> Fd-?^2.5 KV, 251 F„ 200 flK^Lti 

p ^ f- u P - >- g > o C H h eymk* i- CK. SOD/ n X 0*mniatis C, , gfJDl 
mltCffMffl?*, M'^T^ff^Ji LT50P^V*D~^-SOC^500 M ltcf?Sffl$H*T)t 0 

i*i p>o v 1 -b d - - t. h y ^ j s-^ < o^«^fii4fe(r 'j^ni ix-jqvt 

**Sr 5 * o CT y 3 - I- ) £ gif£ L , 7 ^ t: y 'j y £ 100 ;( g/ml i L. 

TSSSD t fcLB^xT" V - \*tk~mm K. 7 1— -r 4 y 7 L fc, 3 D , pZP/NX^ 

^ f - Kjtti-*CD3-h cDMAtf>itgJt$^45 ng{-;^ LTl « If** £ t si^lg 3 *l : i 

[ 0 2 4 3] 40 
C. fe'l ^ra^? -i' 7" v — ^ if IL-TIFfc%-B£-%<7?rcRau £ hW\ir. 

* U 3-ZC 25,83SC@5?y#^-:7)iij:^ZC 25,S40C§S^J#-^ :5)* ffl ^TKR^ . 1L-TI 

yflKo FOttStittTaqjKi;^ v--i:CBRL Grand Island NY)£ffl^"C\ ^O^f^ffi 1 -^ 
it: 94ttl5t, 62t;-C2afi> x 72t;T30gf* 30+J-.-Y ^ > ; 72^T*7^^ Ht^ ^ ;V ; #3 J: 
CCilfo £££#1-50 ^1^9 ^5 ^1^0.9^7^0-7 O.SxTBF^ JV±Ti^ft t X 

t^SISJifcPaijitSJ^It^^, <+4-)S-POi^fewff^$e,t:flfi*Lj!:, (+++)** 

v' ^ t & t L'CT, 3 TftL-Tto 
[ 0 2 4 4 ] 50 



ht^://ww4.ipdl.inpit.gojp/Tokujitu/tjcontentdbeaipdl?N0000=21&N0... 
(67) JP 20O5-50SO23 A 2006.3.9 



(*2 




Ixgimity-iSy <>- 


+ 


longtime -<-/-:> y- 


+T- 




+++ 


iOOng .V-i-])!? 









10 



[ 0 2 4 5] 

ZtLh<0&&frh. 1oi4T*bCD3+ T$ffl^TlL-TIF cDNAii j: tffto TteStHfir 
[ 0 2 4 6] 

EVO Mammalian Group/EcoRI Southern Blots (Quantim Biotechnologies^ Montreal, 
Canada) tfflt^T 7n *, )» fcff^ * )PV n#7^IL-TlFii?y»^^U-p^T^J^ 
LAo IL-TIF7°n- 7*Ji, Prime-It II Randan Primer^ ? 1- CStratagene, La lolla 

J: <3ftSLfcc 5xltf cpffv'ral^ro-ri £ 4> Expresshy 

b CClontecrOtffl^, ffitTHiStofctt'efTofco 45<C?)0.2x SSC, 0.1% SOS?* I- 'J > 

°[0 2 4 7] 
[ 0 2 4 S] 

: 17 ii 7p 3 *l"C 43 I) , ft & 1" & # U ^ K E?0 ## : 3fc * S *t T i<> & „ 
[ 0 2 4 9] 
£ffiffl6 IL-TtF<y>jaffe^^tti3 jt CJgpjBtt 

IL-TIFiJ, ["Stanford G3 Radiation Hybrid Mapping PanelJ (Research Geneticsft, 
Huntsville, AL)^>r§ ffl ffl v > T^12*fefefl:K H „ r Stanford C3 RH Panel 

J Cli, tF y A a*. P, % * 831@cO jfeftlfc^ f / 'J s^d-y^ ii^'ft fg jfe «DNA 

- si- Chttp ://shgc^ww. Stanford. edu)£ t *) ■, # - i3 J: <^31«1* ftjfttt 

[ 0 2 5 0] 40 
IL-T1F1- TStanford G3 RH PanelJ T^? -j y-f&Kib, Ejfcjfc20 p Ifr, FCR^Ji^L 
£96->? ^^•■v-Y^n^^- --/lz-f CStratagene, La lolla, CA)^^ (ifflS LT 
„ TRoboCycler Gradient 96J -y- - ? . ^ j ? y - (Stratagene)*' A*LT ffS L £ 0 85 
^^PCRRtoHtii-e-Jt'en, lOxKlenTaq rcR^ffl^fr^CCLOWTECH Laboratories^ Pa 
lo Alto, CA) 2 A l, dmPi&&>$(.%2.5 irM, PERKIN-ELMER, Foster City, CA) 1.6 A l 
, -t>", • T^f^-ZC 26,*U4(£5i*-^:12) 1 1, 7>nyx - T^-i^-ZC 26, 
415CSB?y^-#-:13) 1J, TRediLoadJ (Research Genetics^, HuntsviHe, AL) 2 fl 1 
, 50xAdvantage KlenTaq^ >; ^ 7--tffe&#)CClontech Laboratoriesfei O.^i A l, 
aO^-frU ? K^n->*Jtl±j9-jHfi*ODNA 25 ng^ i 4: 20 a 1tt4fc*^> 
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(68) JP 20O6-5OSO23 A 2006.3.9 

1* , 66fc T 4SfJ> tf)T^-iJ^^i3jt ^7213 T° Ifr 15©> * <W g V » T * & K 7 

2*0 '7fr« # JV <> E» £ 2ST # d - * y (EM Sci ence , Gibbstcwn , NO )± 

[ 0 2 5 1 ] 

IL-TlFi±gl2Sfem^- * -SHGC-17533(;# Lt\ L0D7, 3 Tfl*12£g;l* 
c^-(?R-^3i^« SJt cRJOOOWOt iot^o £ *l 0 JH 2! « r J3 J: 

^V-A-HfflLlttl*. IL-TIFil^ft f±i»^12ql4~ q24. ft t# I f h *t -£> o 
[ 0 2 5 2] 

^Mj1^7 CEE-^ (tagged) IL-TIF& ffcMi" & cftg) 3>aF?M u> 
Kozak^JflJ jo Jt t/IL-TIFc . * ?H*it =t K * & < 3 - F M S: ■& A^i PCR^f tf-fl^ £ £ 

Kpnias^jg Jt ^T*^BamHIM£##& J: ■? cSft L, C^^Clu-G1uCSS?y#^:l4) 

<o 9 ftm^tz >? y n ? %v>m%m&&¥Lm<?>*mm% e> # ? -phz2oo-cee~v<o 

^o-->^^^iUo pnz200^ :Afctr-r/u s ti & e 

[ 0 2 5 3] 

iiTurbo Pfutf U ^ 5 - if (Stratagene) £ S ^ Tfr V » , IL-TIF cONA|f it £ if fig 
* A o PCR£ IS K i-i , t h IL-TIFtf) # U J2 * rV * * K (£?U * * : 1>& 20 rtg, r> yf 
iZ* 'J =Tjj: # KZC28590 (SflflJ : 16)43 j: C?ZC28580 (g£?y :17)* fcE lfz 0 

PCRElE©*fHi, a^aHLA: 95 < CT5-v>; 95^7? 60#, 5513? 60$\ J3 Jt 0*72X3 "C ^ 
^£3W-f^,'H £6 0=^72^^10^; PCR£&UU 7#n-"^ 

;i/«*ii*ltf K J: *) ftm L > QfaQuickC^li) CQiagen) r * JifB * v I- * ffl ^ TfflM L fco 
*Sj600 bp^DWMSjfM-S*, Kpnl& J: O^BamHI CBoerhinger-TJannheira) -eflfl: L , 
_t&?> Jt -5 K r L , KpnliS J: CKBartHlT^ *iffb LT * ^ A pHZ200-CEEl.li|j£ L A 

[ 0 2 5 4 ] 

3 > ff > Y fflSa(GIBGO BRL, Gaithersburg, MDH: x i, ^ 1 .<•;: ' • ^ :.' I , 100 P .q 
/fiilT>tfv''J >£#*1-&LB-/W h±H"/l^-T -f ^^L* -S^^ I* LA 

0 3 n x - jit^lR l? s i'J^nif KZC28,590 :16) J5 X rjZQ2$ f 580 (IS 

ft¥tJf I- Jt ^tiE S *l A . IE L ^ pHZ20O-IL-TIF-CEE3 ^ ^ h v Z h <Z> ^ * M3. C^xi pr^p) 
[ 0 2 5 5] 

IL-TIF-CEE^ iM^F^i-7>^x^y a ^J: If 
BHK 57ftffl^CATCCt-^CRL-10314)^ > 100 img «^^M^/c I) , ^ ^Li? <SF><OCMBt§ Jfe 
(DfclEM, Gibco/BRL^ ^;L-r!-^) CGibco BRL, Gaithersburg, MD) 6.4 hiIff 1 . #fflj]&£& 
IX 10* 1@ a.T7'l'-f^7l «t-:±j£«C^.iSj?lJ7)IL-TrF-CEE^^tfmi7 ; '7 

K*. Mm^^Sift^#^^oTtejm^CSF)DfcB1^T, Lipof-ectin(ji^) (Gibco « 

[ 0 2 5 6] 

Logan, UT) 10 ral^^B Lfci©^MS-37C . 5% CO, ^- 8^ f > + j M- . §3B 
. DMEHOjOK FESt^^i HKtgma ! M 1 -T -t L — hCJTX)*tll^A53b FBS/DfJBJ) 1 35 

[ 0 2 5 7] 

^Va7^V3^ ^ft 7- K)FJ ft t , Jife * ti ^ a - - « )V 

1 ^ 7" 1- - h ^5 ;t M I^TX^^ax. A 5% FCS/DMBJ 1 ml* Cl^oT, * H#- 1, 3 > 7 * 
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(69) JP 20O6-5OSO23 A 2006.3.9 

& < t i> ia a m < y * -=l h l c, r#t££* lt^4*d - ^^ij 

t*J& L £«> iSf&SIStf) * n - y i u 7- >P£gCHR-3 fflJ&M i *) M £ ft£ IL-TIF 

[ 0 2 5 S ] 

BUK STQjj^^^IL-TIF-CEE^SS. 

CSS^^^- : 14) Z^b IL-TIF* ij <^7+ K**SSSi-*Jt»KflJffl L,£ 0 '/cf7-iri# 
^JcO»£, IL-TlF-CEE^^T&^L^J|f#_L^ ^Sf18)U, »#Ss ! 2.5 n*tt 
fl'»7 ^ >fflM(EDTA, Sigma Cheraicalfr St. Louis, MO), 0.003 mfclD -Y ^ 7 10 
03oehringer4tannheim, Indianapolis, IN), 0.001 irftH.77, ? -f- 7 (Boehringer-Mamhei 
m)& J: CP0.4 ntvK 77/n * (Pefabloc) (Boehrirtger-Mannheim)t % £> i T-^lffl L fc 5 
[ 0 2 5 9] 

fa 100 ral<ofii-EEC^tf:)C-}: 7ra-x (T£© o CPS L ti )££#J (coluwi)£«foter 
s AP-5.5 omXlO cwff?** v A^tIL£^/4 C*>* 7 A L. BioCad S 

pri nt(PerSeptive BioSystems , Frami n^hara, MA) £ ft •) # *t T , ») 7 Mflr£ S^ifi* CP 
GS) P H 7.4?¥SHbL.fco aStffiL.fcl££±it*0.2^ ^n>Gm)tf Cjft U pH 

#Ti3f f:j£zK(PBS, pH 7.4) ^10^77 A'#MCaO-ea^L> O.lmg/ml FE^7^R(Anasp 
ec, San lose, CA)£^;#1-S PBS (pH 6.0) 200 mlr Jt t) , 5 ml/^Sii TteCplugOiS 20 
ft $ o ffiffl L fz EF^ 7** K 11 , mm EWMEd£5l#^ = M>* it * , $tiJ ? D ^ r / 
57^-^#Cbfc^ 59- B it 5 ml*0teL, 280*3^215 m^ftjIfifttESDt:; 

„ SDS-PACE f$J£&&& J: ^HRP^-^-EE^ff^^v^t 7 ? 7 • 7* n ? t -f > 

, ftfi7Gtf>ttfflftipj»fc4£oT 10,000^ h 7<&£^*#Stto»«fcilS&Wl1pore 
, Bedford, MA)£E^T60 nil#-£,5.0 nilS T*JB Ut 0 
[0 2 6 0] 

IL-TIF-CEEtf U ^ 7*+ F £ it j£ 1! EE-< 7-?- K #3 J: tffcA L T ^ £ h # * ? > 

-'^ I j5 * 6 5S-BHT 4 tb , 7 s - L it ttB ^ H * , <t L >t 1 . 5 x 90 on Sephadex S200 » 
(Pharraaci a, Pi seaway , N3 ) A 7 A TO *-fX ^D?f^'77f-t;#it i 0 i <0 
5J-S ti , BioCad Sprint* ffl^T, 1.0 ml/^<0^^4 TPBSC ^ jfjp L fc» 

7"- ^ L 0 i <D%IW 4-#SMlL-TIF-CE&K ^ 7^ U* 
[ 0 2 6 1 ] 

C © f I ^nf4Sr fttfe u ActiCl ean Ftox (Sterogene) t y l, A ml u a -it t\ ^SU'^S 
t^T^#I*isLi 0 .IOSS^^PBSTTf*HbL^STj*7A^4igiiL , 7 

[ 0 2 6 2] 

^x^^>7d? hjt, 7 "7 y - 7 * - & J: L A SDS-PAGEr * "C , IL-TEF-C 

EE^iJ^7*7- KrAx — *<7)Sli<w«> Kt— *^§Svwt> Ft^o^ c »t^#^^ ^-^^ 
BCA^*f© (Pierce, Rockford, IDHJUjft^. if K^^iCtoT, ^ > 

^fit IL-TIF-^ 7*-^ Kfitft i ^ EfS1^T^> o K <*,M 16) 0 H * © c y P li -, IL-TIFfK 
«^7^ K^SJiill-tls LTv»4Br^tt»t*4o 
[ 0 2 6 3] 

^-EEC^#)-h 77D-7 500 mi$@:<DNaigene 0.45 = £ p > («m)7 

htffli/iT, K^'fl'100 mV) 7° D -r Y > G— t: 7tQ w a (Pharmacia, 50 
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(70) JP 20O6-5OSO23 A 2006.3.9 

Piscataway, NJ)£, 0.02%7- v-ftf F ') '7 A ^St4 PBS 100 nflt^Hjfcj^ Lfc» 
£6.Qggg:O200 nrt^l h'Jx?;-*T5>ijtt, pH 8.2 (TEA, Sigma, St. Louis, MO) 

v a ±*LO200 nM TEA 5^#&TSfll*«fe^i-£ C t T5fefe-&=l5t#t»± Li o - 

fcU U 5 K^ttaffl Cdf«ethy1piiiiflimdate-2HG) (Pierce, Rockford, IL)£ X #£(£36 
rag/ml<o 7" d r T yG-t 7?D-xm j&flfl I £ 0 t* v ftflhW^ M j£ J? ft L , -, : 

200 rM TEAM i# fg L i 20 mfclx 9 J - )V- T 3 > 5tff£ Si: £ i^lOjt |-f>^^^- 

j-tiii -^y^Lc, 3fcK „ 0.02%7 Vit-T i } ) 7 A *-gr£T & PBS 5 io 

L, C AH T4<CT?fii#L i<> 

[ 0 2 6 4 ] 

^MiW * y& LCNon-taQqed)IL-nRafex.Tf-y » ^ 

t ML-TIF(IS?y#^:l; gS5U#-^:2)(r>^y^^^z?^ Kffiiifcli, I L.l;' i £FAscIi£|f; 
Wrf* *1 Jt 0*3' ^ *;#tn 3 ft i 75 -f ? - * ffl V »T PCR& J: ! 9 i#i|>s£ ft i 

0 PCR7"7 Y^^ZC26665(|^y#^:20)i3J:O £ Za6666(^?y§-^:21)^, ^£HoIL-TIF 
d)NA£ ^pINOM ?y X 5 K t £ 4 ^OPCRl^O Sr^Tlaffl Li = 95tJT5^t 1 

fifr; SttT95t!-CO.^ ii J: O72M0.5^£18* ^ * * ; «EtfC7 

2*0 ^7^; WWK^ TAE«««f*-AJt^l.2%CfltSliA) SeaPlaque GTC (FMC, Roc 
kland, ME)y>U£, PCRfcZM® 1 io IL-TTF PCRE^ * 1 *1 ft L , CO 2° 

f ft * 70<C ^ia^ £ <7>Tris»^ij 7 * / - >U'?2@ latb L * * ; - ^itffi 3 * 

i 0 
[ 0 2 6 5] 

540 bp*) IL-TIF PCRg ft £ FseLfc J; 0- Aselg* ^ r : - : ft I i 0 \ / • cDNA £ Jmffljk SeaPla 
que CTCCiStt) (FNC, Rockland, MOr^-Cltm LiflU ^JPn-^ta 1) a U CO^JV^ 

OcDNA^^lO /f lKS!RfflS*)t:* 
[ 0 2 6 6] 

CO IL-TIF cOm^, ^^SlE^dTrack (He, T-C.^, PHAS 95: 2509-2514, 1998) 

<DFsel-tecl8f,tnz? n-^y^tc 5 Co 3 > ^ ^ h mi, GH^-a-ji&f-a** 30 

1 ^,^ 0 GFP*agi3 ^^.W'/n ^- ^ - ^S\'40t"u ^- ^ - £ L, SV40* ij 7f- 
JKt ■> ^ t )V % M Y fr* V<D ?K V r r~ JKtv' ?t)^liU:o & 6 U v Sf 

O * U "J > A - £ Fsel. EcoRV, ii j: O'AscI^k h L i 0 pAdTrack a*/o C - S 
* pZyTracki S^j io 7 Y v a > {i , Fast-Li nk(^tl ) BNA 7 "> 3 > js i 0 s 

i; --y^^ y h (Epicentre Technologies, Madison, WD^ffl^Tfiot, IL-TIF 
Wf H- * g-tf ^ n - > , 6b tt'J?*. mU (mini prep)^ j: Z&iftiz t t) m Se L io 
^Q-^y^^ili IL-TIF cDNA$- g£?0 ^fe L T , PCRg.tS O U ^ l) ¥ it V v-v'.= 

Ct*^IELi e K*tt«-fbi-4i*, pZyTrack IL-TIFt 0 ^^? K^S ^g^Pm 

el-Cffl-fbLio iwfiSft^x^Ka 1 ^g^^-^-^T^;wpAdEasy(Hee-, M 
) 200 ngkkt'C, BJ518^afe{; f^«H^^ Li e COPnWMlS&iiL Bio-Rad Gene « 

Pulser^2.5 kV, 200 0^^0=25 mFaTfl l^TfrfctUto R^£l£*llO^T *25 M 
g/'m\t V ^*^#1-^LB7l-- F 4ft H 7 1- - -f -f > ^ Lio ^~ 

O^Sgi^ (miniprep)^ MS lei; h L i 0 ffl^^ T -fV -7 T )V x DW^O Fsel-Ascl[c J: * 
^ft^, IL-TIFo^^i-J: "5*S?4lA* i^7f7^ *^0*-»KSI(immprep)DN 
A^-miOB^yery HBBaK^^lB^L, +y MSS^0§W^ftoTQiagen itraxi prep^ 
I- Dm^=||?L.i 0 
[ 0 2 6 7] 
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T37"C"e3B$H, P&cIgtseCNew England Biolabs^fiHt L fc„ jfiHtLfcDNAfr«0 7 j: 
7-;iV7 OD*^i,T2(i^tiiL.. 7 -Jl^fc* GNAfcRfcfcJjH^JjcS 

& * T*iifi S # A , T257 5 7 3 ^QEI-293Affl&CQLJantLin Biotechnologies^ Montreal , 
Qc. Canada? K , Pad ~?mit L DNA^' F7>A^nif; 5 PacIifi^tOM • SjlHBS^ 
ffc(150 iM WaCI , 20 iiW HEPES)-C , jg^a50 «1ST*?iLAo SU?>^a - 7V>£^T, DO 
TAPCBoehringer Mannheim, 1 mg/ml) 25 P l*HBS*gjfc-eg#S100 ^ 1 * T-ftJ|K L fc 0 £ 
^DMAig^^DOTA^|^{'^i)|lL, fc'^v h TRv>± If '9 *£ § ft L £ '9 
U SSClSyHSfU, 293A3H&a> 6 £ Hi £ Hfc* U 1 rtlt' ^ f^+F^i (Gi b 
coBRL), 0.1 iM lAB.m£4MT 5 7 M (GibcoBRUiS i: £F25 mfvl HEPES^iir ffc (Gi bcoBRL) io 
#^1-4jSSJi.^^Mai«<Gi'bco BRUtgj&B mWfcfrLfc.* tkmfeWBi 5 ml£293A«<^ 
SB L T , 37*C K t o T25 7 7 X s « 293AIS 15 t : DMA, '|J| R&«fe*lij ST I, % 
*?frK^X37X:vmm4 h LA 0 dnmhh^ _ £ ft $-&J$*t 

* A t T , 5%7 v ■!& jfi JkS t 3S£MBI 5 «U » L K o f-7>A7i^ H 

jfcflUfc*. IfeM^>^?f (GFP)%flt 7 + -tJ7#j&, BP*>, ^,17^7-^1: 

[ 0 2 6 S] 

293AiSJ|&KiS&& A. ?77^-l^ DMA* I- 7 >^7x ? y g > LT?5^70 fcK , «± 

CFP^^^^Ki'-^L, 7.^*A ; l'itL^/:o rii^o7*-*xtt9'f)ux r 

' ••' - • I t* ''j , m ft* 7 1- - / i - * 3 \* > T 293AM&?) T * 0 llrf SiMat, * 
M«7-< ^^itS^l'EJlSt^o -«^i§S^^50 mlc0 2~7j^^-7*K#L*<> ffl 
Ife*- 1) * £&7>?> 7 >f -1/ 7, e ^ * Jfc til 5 * £ £ * , /X #- 7 - fc 37t 

[ 0 2 6 9] 

*#,t, 29 3.Af H la sWSfffa V 7 A- r v i (80— 9CK) ifrofclO oft 71/- h 10|fc * 20@# m 
(lirKffltU *!»»^nWV^S^200 ml* •£ 10 org 7° W M-^fltT, SfeTcMt 

T"CCPE(3i^t4^^)a s * £ :h.£M'?\ i»-^(l 5 )7 t* 7 ^ i§f ftiBRLT, * 30 

[ 0 2 7 0] 

zsig46 rAdVC-^(2° >k<?) Z * K'&f-z: 293Am^l5 ar#^«%*M2 

^h)lKMi&lX, rAdV^f|^t^ 0 

[ 0 2 7 1 ] 
rAdV/cDNA^M 

ft ^250 mltf>*U 7-j-^.^-Y M?O^L^ hJU^LT, 0.5fgg:@:tf>20?i PK8O0O/2.5M 
NaCl^^. t mm I fz o ZOtfY )V t *±-C-^«ft L Co i « ^ h )W 20,000x GlMSjtf 

~^mMm->&&im%}%ntmifr?<i /l-x/PEG-e^^,-, HI«77y ^A'-^l 
^T, # h^2^^^#?t.IiO?t^*PGS 2.5 nl^MjS^-frJE:* - <T> *j 4 ^7 jgf|££ 2 

jg^^L^o 2 ml #)ft it^L-^ a. - 7'C> ± *^15 ml^* «J "/n tf p >SS|^^t ^ 7** 
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xM<7>*M§frl£5£U CsCl frlnl&fcijO.SS gj£jHL.fc 0 CsCl^STit, 
ftl fflltf>mS tit 1-34 g£ fro fco C^&fc** 1 ,) * - r SJ^ ft 3- 2nl (Beck 

man)K© t , TUV-100.4D - 9 - TBeckman Optima TD^aM^M*^, 8O,000r 
pm (34S,000xC)ilT25 < CT^4B#H^Li o 7 -f f±B&?> ^ > K*^JjELfc 0 7 

[ 0 2 7 2] 

J: o T# % itfc 7 i n., x -j., I Tft/sTOi: $ ft*** K 

#> £ CsG £^1: I'-^XTVi&o Sephadex G-2SM (Pharmacia);^ # 3 it ft Pharmaci a 
PD-IOA7 At#!ffilT, 7^'Ul^^£Lto *9AiiPBS 20 mT^T1*Htlft<> 
7 i 'i 1- m t!B I T , 7 y A <7> * n • [■: ;1 L & A, ft 0 f} v A K PBS 5 ml ft- tip ,t T 10 
^fr&7>il£||£>ft<> £^iI^50^#M^#:^g£, ^M^St i~T260 nmT&£ 
Lft<, frH7-iCH^ ^6^ftM<Dtf-^&-;>ft<> £*i&tf>#S*7'-A-U 25flSf# 
M<^#^(0D)£;;s£l,ft o 0DfiS*^>f A-^»^Kft|Si-*^>K^*ffl^Jt: (260 

n!iK7}ODfit)(25)a.lXl0 12 ) = 1 ml&fti5<0 7 f A-xfe^o IL-71F rAdYV)25^ff^)0 
Ddi±0-134?^o7tO?, 3JX10? 2 7-^l^fi^/W#fbtlft<> 

[ 0 2 7 3] 

7 --f ^ x * #ff * * £ , - 7 >f * * m £ ynn- ;v £ IIIiKf x* & ft n u 
, f»^^KL*-L3!ft*eb^^L., frfcL T-80r;M?#L ft<> 
[ 0 2 7 4 ] 

50% CPE^s^»#&CTCID 50) ^ 20 

Quantum Biotechnologies** (Montreal, Qc. Canada) i: (? $ hfc%$i¥ IllUfto 
"C\ ^$17^ L£ 8 WStm*!*, 96-7^^i$*7l-- J. 2ft 

-f n^tafe-r* ft£>, 2x7 vi^^m^^-^^t^mbi^ui^ * ^ 

[ 0 2 7 5] 

ifcffl I ftTCID,^^ _bJ2tf)Quantum Biotechnologies|±so^|giC^o ft 4 .7jfj(D*±, 
flffl Lft7-f JU^l'lCr 4 ^610- l4 ^^#|l?L7tri'- r-sfr-fcifeSU !R,*^e>8ai*U3!|| 30 
eU» fcaMRIS!!*'?. 7 ^'W&t^ft ^CRE{il£7 ^v^ifc^CR) 

[ 0 2 7 6] 

»$?7-f ^^IS#<otiislj^{ii: 7r^- TFJ = 1+dCS-0. 5) ; 5v* [$] iiJ£^(R 
)^g«-c*i?; Tdj iiW^?y^Logio^^^, ioffif*^?y<oJii-&, Tdj a 

IfcSU^c #»*tttt<*£*aU T = 10^ F) = TCT^o /ml-C<fe & 0 TCID, , /ml* pfu/nl 
*«CT>lt#^J&IStj5^0.7*5|< ft IL-TIFT T V 7-f .^ffi2.S 
X10 11 pfu/mll-^LT'^fco 
[ 0 2 7 7] 

YO^Oti, C57B1, 8ii®; Charles River Labs, Kingston, H¥)*HS(-;^tti 0 ^0 « 
0 K , UT rV 7 -1* X ^ /^{±IL-TIFT r J 7 f 7, <SM0lJlO)£ , ^-^(n=8)^3 i rj 
g = S(n=8)tl. ^^^*U I^ll^t, ^^X^S^OJ mifiiiCli^lxlO 11 ^ 
tf?fflfi*Stt*J:-9t*K^Lfc 0 ^HW(n=8)(iM^*it*^o^ 0 ^120 t-, ^77, 

^ fel^ i: it-<T IL-TTFT f/^-f JV 7.^4 jffl , ( - & Ff t ^tfj ^ iL k 0 l^.fi K , S 
12H § t: . *)y r^UM^m-r rJ 7 4 %-AWw& i ifc ^ T IL-TEFr y 7 >f }V7,®5-U 
t'^ltCi^Lx:^ ^210it l KjE1tl'-^A,Ki^H«Lj!: o S 6 IL-TIFTfV 
^ , ?p 7, iSifv 0 .7 {.itmr^^- L. £ 7\ 11 r t J 7 -f * ^ Mf? 7 7. (iM^iffl L 7^ 
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[0 2 7 8] 

* S if -t ikmm £ * L , # g ^ ?y £ tt£*S H<?> tHI: h i&ffi & * *g M n m Ha 2 * £ 

jt ^ i:g,foHi^ c mt v mfkz&i: $^&^&mmk<omm^ t& ran 
z<r>m%n* -a mn^ mmz < & ^ 07* * as £u#t- * il-tif« c 

<?) M K IS ^ * £ tfn. w> « £ U * * S trj- -I i T m ^ L T v * & nr & a, i ^ jj # a * 
£#T* j5tIL-TIF^#. IS-fr-^- f-7— , ifctfBJ m$ V 9 

* I- ?) jt 4^ IL-TIFs; ftl" £ t > ^ 7. hit* c n h <r> m&X'fc&M (therapeutl c r 
eagenti t I T fij m T § 4 i JSfrtL* » IL-TIRi . ^ffi i&l £ fz lifltfiW <fc i £ 'Itoif Hr 

. ' m** K^gttoiiJt^ff^iaS^^W^S^I-ar^tti^&o -ta-fc^ 

SjfcWJW- T'C^aii&w^b, i£«)fr4hLT«l£+s*s^ iL-TlRi, 3M8m$ fcfin < 
o *-or>4s w sffijfgfe ij jt Tila^ iRis J: 8J * « <*> ft ft* £ £ft S (i i**- k tig H k 

it jfcwttlfens&ftfl?! x tf. If HiH ITOi , il-tif^ Scot* * c 

[0279] 

$ 6 n , v y * t: il-tift r / '7 i & * jfl ^ jt £ at e © 6 , il-tif£ jaiium 

at^ 0 iL-TiF^^T^T^^n*~xN, W^.ur, tftftifcti-¥-oiiri6tt*§ft(i, rftft 
^^r^^^ (therapeutic reacjent)£ lT.mm-f& i i £ iJB*>*L4 s iit(±K 

^fi#)ifrc IL-TIF{.i M 1- & £ :a (,:: 4- i" 4 # @ ^ C^j x_ * JT, +h h*-^ ✓'JsJ:^ 

, ^tmtc* tt^> IL-TIF«o|^^^ < $jf?H4o lot, IL-TEF^jt^-e^^r^fi, jfe 

i ^,m«o^ir#i Jt ^-jfe i. Kftm/mmv&Zo 
[o 2 s o] 

K-562*ffl86,^CCRL-243, ATCQii. ilif^^-f > tf I- ogflit L X^%^<>^ - 

mmk tTj£ttiaus^fflia*^T^& 0 K-56^^«a, #41^, ste^j3J: 

^(Lozzio, Proc, Soc, Exp. -Biol, Med. 166 : 546-550, 19S1) 5 

[ 0 2 S 1 ] ^ 
K562i»l&l\ 96-^ j: JV«^#^HI (Costar)<7> -7 j: JW* CD, f )V t' > ^ifi^3 J: CFIOK 
il« CWone) ^^tu '7 ^ 7 - ,i/^$-DMB*f g±g ■ jjh (Life Technologies)* {l A jfffl.fe* 
s.oooe t lt /u-T^^u^sa, a TOx.IL-TIFC*^^ijl9), BSA^BB f ^ (± 

£ < tea s nr v»£ , U3> f 'j r *si4j3 j: mmkmmv tm i^^^nrcsigm 

a, St Louis, M))*3¥-l»S0.5 rag/rali tTffllC^ L K 0 MTTii, KV 7l* 

Jt h^feao*;i/V^>Sf##^3Ejfe$*l4 6 4fl*«& v ^?*UcMTT«i, 
U^l^^lif V/D - JW-(0.M NaR«jSS*-f V -tv * 1 ~ kffl&ttmvti* - k 
VWfeik L-7to «Jti±^ 650 nnrc/s v^yi? ^ K*&iLT, 570 nnrciffljjE - 
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[ 0 2 8 2] 
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[ 0 2 8 3] 

^^77-^ sf+*. &xo ; m : %<vmmmmv&& 0 k 502-1 

fM^l^tU, K- 5 T, ^££#^6, IL-TIFJiir-tfl^M^M^tSJiiJ J: CP/ 

i a k** lt m^ss* i t ss^se 5 ft /co k il- TiFfi , tm^ 

* A iinr«4Df:##T > * =f-* h£> Jt } v IL-TIFE.- T ^ =f-^ 1- i±, 

£ O 1 /^ I < li&&{!?A<0 * 1 £ 31 (therapeutic reagent) t LTfiJffiT§ ft &T 

^14^&&i,£;bftAo StC IL-TIRi^^ffll^JttraM^^^i-^T, IL-T 
IF^M^ LTE&fcfcS J^>£fl*-fr*>*Tttffl 

[0 2 S 4] 

A. ;-^>/PyhjjJ:(FK -y h r P y h K £ & I- zcytorlfrpaflig .fr^ 

f&T > ^ □'-J* ht^^o y-*y/n^ l-fl^ffi. Human Multiple Tissue Northern B 
lot I. II, IIICCTontedOfcjtyeg \ ,*, ;n ? 1 -£ffl^-CfroA e U-937 

iife: N<0*3*MMj1&1*-C&* <> cDNAt" d — '/ ^ *V ^ZC25,963CE5!l#*:24)j3J: 
yfZC2S,354(@5?J§^:25)*fflv»TftSSL>to PO^ftii^S i L A : 94<Cri#; ^ 

*c -e isb> , eor -e » , 72r w £ 30^ ^ & j: m. k. 72v ^5^# g fl i56 tbe^ 

f±i L A o QIAqui ck Gel Extraction Kit (Qiagen) £ ^ ^ X , cDNA£ T 77 o - % t> ft ft L 
' 0 UikTt >fl rrmi-u >T, v: ?k-fU A|gSEv*;?Aff>, Redipriitte II (Amersh 
an04-fflv», C^>f94 ng£ Ji P-dCTPTfe#tMf£L Ao 5E ft A&^S1£© « 
S* ti , Ust 5c© ^ffl WM^ K. Nuc-Trap7> v A (StratageneK- ^ ^ T p^* L A c / D v 
h * Expresshlyb CClontech>ig^^T*65t; tT3B*W 7 s 1-^ 7'U X LA 0 7p v h * 
, fim7"D- /1.0xlO* cpVml, 0.1 mg/ral-if^f|^DNA.^ 1^0.5 ^g^mlt: ^cot-lD^IA 

^^T^tiiSftA^iO©, H^A-eftW^®T*iiitm§ft*^oA c RC-^S 
[ 0 2 8 5] 
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PCR&t: X n t y MS * O cDNA,' 1 ? * 4- zcytorl65l&U 9 ') - - > ^ L. fco 

-r ^ ii g sjtf ff US L , 94^-? 7 v > k J: & cDNA^ £ *t ?t 6 S * ^lE-ftU J: tftf 

17^77')- ib# * A ii "7 v V ^ K jt & cDNAii x g £ © RNA^ SS CC1 on ted® n * n 
li>W^ i li InvitrogengS fc J: * WW* 6 fcfco ^ ? V J: 4bcDI#\fi % warathon- 
ftaady<0«t>* ? hCClontech, Palo Alto, a)£ffl^Tf|=g. U QQi 77^ U > • T'tM 
--ZC2119-(iSvyt^ :26)i5 J: <TZC2i:l%(^r . & ^ :27 • * • •-; ;.s. si 1. . 7 v 7. V >'<?K 

TE^^froc: CD ^7? V -HSffl LfcRNA<7> B a n ff£|f1lT&/7£>, §|JcDN 

7J-ZCM,063Cld?lj^-?-:28)i3i:CF3'^» d ^^- /'J ') J-/ 

7-^7- Za7, 574®^-^ :29) f ii ?>G3PDK|#Rft| * V tjV 7 j7- ZC17,600(Sa 

J; t) If o A ; * a ; T- C3) i*#£B?y&£££ii Lt, U * v -AStji? h 3 ^ F 'J 
TDI^^A^C^t^&'^P^o ^*A-ii, fc NcotV ADI*\(Clontech, Palo Alto 

00 pg/> 1t?^ 4 H A o PCRRlt, ii . * ij =TZC25 f 963(@5?nj 24) i3 J: tfZC27 , 659C@e?U * 
-^:25), Advantage 2 Df*\ Polymerase Mix (Clontech)4 h O^-Redi'load dye (Research 
Genetics*! . Huntsville, AL) £ ffl ^ Ttf o £ «, £(B t*&4> J: * (*ffo it : 94t ^2^*1 20 
O >V , 941? ^20®f , 58<C ^ 30B> JJ J: CF72V ? 1# 4- 30* 4 $ )V , « i/i T 72-C 5£ * 1 

JP'E ftifc til * * t o n f ft o«M £ ii ^fiaft "C i , iEL^i^S**L* DNA^f Jt^M 

[0 2 S 6] 

(S8 J 
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[0 2 S 7] 

t c i <^ * ^ *i ^ U^ff S t , 77#<0^ vV^tU cDNAfl^ I *i,£ 0 fl * » iE* ii 30 
Jt 0* > 14«D t I- tf) jjfljStfi J: ^SUfe** £ * ^ cDNA|^^ i± , T 12 % 9K jjt £ *l X V * & 0 PCR£ 

4)& J; ^7025,964(1^^:31), Advantage 2 DMA Polymerase Mix (CI ontech) <>> # K 
Redi load dye (Research Geneticsfr, Huntsville, AQ^fflv-'Tfrofco i^Iii^co £ ^ 
S" tT o : 94t: Tl^ * 1-9- 4 5 > , 94^ X* W\ 60C X" 3G# #3 J: 72 £ T Mfjf £ >f ^ 

m, v^mm, fcimfa, ^s/g> as, s&s, ^u, 

RFMI-I788(B'J y rt&Mf&mx-mM Z ft** zcytorl6wMLi; , :©y^.iVfaii?ftc 
ff&?>«£! Jt LKffi «X imm £ n fr#-o <> z^orie^.t^^ J: £9 . zcytorl&^IE « 

fl s ^£Jl&<> ii^X&M, S£V ify KWIL-T1F, ^J:0 £ ^^fr^-&'liWlL-TIF|W^ 

iiy, may, ttn>> ik">, ffiiiy&kmMt~ymm.zm&ir&?.2?>v = &$^ 
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^SJ, IL-TIFfcffli*^ *o£gfl=, t*;Li*\ zcytorie&jr^zcytorllC&SlT^ 
* + *PlHHe5,965,704?)3Wm&*l* . *<&*<0»**li * U *1 ffl T * 

m$tix^& Q 

[ 0 2 S 9 ] w 
7fiSIC>^— gLctm^;f MHuman Blood Fractions MTC Panel, Clontech, Palo Alto, C 

iSlitt^M, *±cD4^a^, fs^fcaH^BUfe, frita^.^ ^mqd8+», * 

[ 0 2 9 0] 
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[ 0 2 9 1 ] 

C RT-PCRfet- J: & k j- fofl&js J: tfffifk&msi* frW&Mfrti 
RT-FCR& U J: i) t MaH^&£<7>RNV^ ^zcytorlfc^^fc^T i,>~->^ 

t l<D®m&Z&nm&&%<r>smvMIW J £*ft£i, Httti, RNAeasy HidiJ fctiHini K 
l tCQi agen , Valenri a , CA) * m ^ * X , § f: fiO £ £ (iff A. I &|ett*Jt U-afefM' 1 b iti M L 
fee ^*IHi, !^&r^RNA100 ngU96-7xi©j{JjtfftLc 5 RT-PCR£££Hi, 
* ij :/ZC25,963(@3?!l## :24)fc J: t/Za5,%4(K?iJ#-^ Redilaad dyefc f> tftcSUPE 
RSCRIFT7 > ~,r y /RT-PCRv^r^CLife Technologies, Gaithersburg, MD)&ffl^Tfr so 
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o ^11, if v - 7, r^t-m^tzmw^T if ^~ 7, r)vm^m^^if^o il^ 

i^ffi^HS^ brw>cDHAffif>i-»H'X^ ^J&#U-937, HL-60, ARPE-19, HaCat#l, hlaC^ 
t#2, HaCat#3, & I CFHaCa*#4; ^fe. # >' K I -izJEmim. Sl§ 

m, >}y^m, >)>>m, mm, ainu ra, nT&% (par 

otid and skin), jftii \) y ;m%h V K4*MVmm ? ftft e zcytorlfi^^^ii, £«r>^* 

[ 0 2 9 2] io 
zcytDrl6ii, JEtM^PCR^ J: tymmffi^m 3 *l 4 : WLif\ Pl< 

ar> ftii, iftii, -r--li», 3£». *r££JBg^ ffJx.tf, sysu 

STBS, lidJfe, $tf&, fcJWJfeo zcytorl6*i, ^<os'.(7>t biB*S-C 

HI t v » < oaxomm t*£ £ ft£ o t£o r , It-Tip^ J: 4% zeytorl6?) ij # > 

/±£Eia*(ILM, J3 J: tf**>tt«>3iL2r:x ttfc, IL-TIF»J:t&, zcytorlSco 
47-*-tLTmfl*o 3*>fc, £4 Lv*SM*i LT, IL-TIF, *7tf±*«9*#* 

tf? 1 ) 2 9 V * + Y , # V ^ 7"^ h\ & J: C^JvftcofiJ ffl ti , ^ ftfif K J3 ^ Tja4BT<fc 

[ 0 2 9 3] 30 

(Si 0) 
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[ 0 2 9 7] 

j - *f > 7 p y j- J3 £ CfPCRS K J: & jjaBgy * ?- jv T g> K 1- zcytorllo M-frfr 

A. PCRte K£Z> mSir* ^>IX'<V^}- zcytorll^&Hfiftft /fr 

PCR& £ J; t) t h &]£k& * <£>cDHM* ;b £ zeytortl^JJUl o v * T 7, ^ 'j - ^ > ? L £ 
o *iitT3rW + *. t KzcytorU(g£?iJ#*:l&, £ J: tfSSJiJS^ :19H*I]#lt£ 5,965 
,704^-)fcjt, IL-TIF<7)£#fr?&* 0 -I^^Wig^Tfti?L> 94ft<^ y V > K j: * c 

±ttm^Z H-Cv^o PCR^ifcjijat LT, **«13^L)t s PCRE£ 

Si, *ij =fZQ4,666(Ei?Uf=-t:22)j3jtaeza4,742Cffi?!)#-f-:23> v Advantage 2 cDNA pol 20 
ymerase mix (Clontech, Palo Alto, CAj-& tbC^Rediload dye (Research Genetics^, 
Huntsville, AL)£ffl v>T1to ,t 0 JgflSlJUfc*) J: -5 Mt^jfc : 94lOT2fr£l+M ^ ;W 94 
*C^l^/\ 51*C-C30g>fcJ:a J 7ZC^3a^t4O9->f ^T72^--e7^&l^M IE 

It, l^ltlt-, II:''; 'V. Ilk MS®, -L'35 . Wit-, K, M, :'"' . Jl&ffl, 

airs*, M, ftiffiw, 'H§, urn, nw, &\S3^ *fi> itii mmM. Mm, 

[ 0 2 9 s] 

7p|£<^ — fficDNV^Jl/ (Human Blood Fractions fcTTC Panel, Clontech, Palo Alto, C 30 

3u ifriiit^M, frihcw-majs, ?st^ta>u,fflaa, ^iecds-^^ ?§teitcDS4«, 

lbCD14+*H^ ^jJbCD19+*BIS&43 Jt ^^fc(D19-i^S|&o i£'|*ftCD8+fc j: TOtt^CD19-t^fe 
4' (Jf < £T<Offlfl&'?\ zcytorll^W^ £ 
[ 0 2 9 9] 

B. RT-PCRfeti Jt & t: i^^^j3j:i7'^/^^;VT'^Zcytorll^MM-a-^ 
RT-PCR&UJ: t Ma^^&^^RMA-^^-'H^cytorn^^tCO'^TX^ - 

LA e >I«^.T^KigiTftl?L. l _t SB ^10-33^ ^SDIE#& tlflfV^O 

t h«$bS£fc -t 0 £ aH&t^ajHw84a»RMflcd^i RNAU:-, RNAeasy Hid1£ fcfiHinl K 

l tCQi agen , Valencia, CA)££J^t\ § ft i ,t tfJS A. L £ £ Jt E>* iffljfel*^' <a M SI L 4S 
c, Aloni, ixt^l^^t^RNA 100 ngtL96-7i;K)fjttiiLr: 0 RT-PCRESii, 
^■ij ^ZQ4,e66Ce9j** : 22)43 J;tfZC14,742Qe9j**:23), Rediload dye* f> O'ilSUPE 
RSCRIPTy >at 7 /RT-PCRv7.r^<Life Technologies, Gaithersburg, MD)l'ffi^TfT 
o,t 0 iftBii^^Jt^KtTofc: 50tt3O^lt^^K S^T94t:T"15#, 521:^30 
#\ 72t)?30^S:45*4'^ ^ H*- f J ]i^i-72t:T*7^^ftT^T i > 

i^ji?nacDNA|gf>t*^x^ iijw, mm. %m. ^%%m, es^^, t~ 

U>/^, ^T#, 'J#. ^J:t/T^T#liaij?^t 0 zcyt 

orllw^mi ^.^5,^J'i, A-431, .>iL I >:CaC02.. DU>1, HBL-100, HCT-15, HepG2, H 50 
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epG2+IL6, HlH7, J3 £ £FNHEK#1- 4f$> o fc„ zrytorll©&Sli, Lfc 

tt*>jett43 Jt -c :i itifi s ftj*-o 

[ 0 3 0 0] 

& Q IL-TIF£[Bj#i-, flx. if* zcytorie* J; CKzcytorUs f ISfl? H-£>, 

*!!»^l'^WftT&^KWffiT£ iwii^ft^-Nt-t 
& 1 1 $ so h &b *l£ o z <D I -) & gfcHfifc t i^ti S3 T'*':>.^l m it - ^£#j#Sf 
[ 0 3 0 1 ] 

zcytorU(±«a)J3 <t tfzcytorlSC^isms. *3 J: tf£sifll5)«>Smt3b$!fr-&, IL-HF, 
43 J; tf&K IL-TIFT > =f^X h £ J; O^M^ $ tl fc 0 zcytor 

JsfcfcpfeMLT^rt:. 5 £ t* x .1 <9 * # it CzcytorU j .r> % tq ft a ,c • * , zcytorlfi^ J: A 
[ 0 3 0 2] 

$ f, K , zcytorll^ftS * IL-6H J; *) 1$# $ HepG2ljf 

, *StHbS *t^CD8+ TW&is J: CFOJl&f Effla&fT^iWfl&iiT^ii^iiff^tT^JS: 
i/i J: 9 *c H to ft o L I , zcytorieti: , ftttftOH^ Hi J&i?± ^ W Sty £ ft * £tifi ffll 12 

WffllSii4(±3a)o zcytorll^iCFzcytorl^^ma, $«*|KK^&£ 0 

^JttjtfSRT-PCR^^^, CD19+ **majfe. BU^^ii, IL-TIF?) £ , t4fc^z 
cytorllfe J: ^zcytorl6£ ||j?|f Ait a s H|E ? ft* « ^ 6 U , li. , zcytorlUs X 30 

y f zcytorl6<o^.9ilW4*|l^S*t& < » **T>g-|SiS^jTfaM 5 ?tB'J >^^T*i, zcyto 
rll<o%W^^ U zcytorl6©^i|fl^Tjqi-^ 0 C eo kfrh, I &ft C < fl6<7> 

ISl^!-^1-&IL-TIF^T§14^Jfp^i-^IS:flJ*^,t1-t,e,b^^7 ^ - K^r^lS*^? 
it* 0 -jg-tizcytorieii , Bj«& t 4 IL-71F<o^^t ft ^-f t+ ^ 7 >^^aFH 

# > S-S-tf S BfeJSjSBK W^y C-*i tSfcnj, l^t*^ > B«aa : K ■» - /—El h tk 
(IBD) J; f/M 13 » J ^ v ^ * « ^ 0ij * £ c zcytorlt^ g a , IgE^) g ^ </:>m H 

«0-Elt4£, TV-^^-jsiCKT h\£-&&M&£'SbT h^-^fc&K&^X 40 

1^4" S ± L T ^ £ B« ^ jjfl^ij t 4 * jt (i i^USSIi-CiiiSfcft*, 

[ 0 3 0 3] 

cytorl6©^a t i j: (j , IL-TIF> ^+ JVei^S^ftlja^S^ S ftT. Bfflj&M^St^ 

b&# 5 *i & <n t ,a to n ^> 0 n^ebw & 4 tz mt^mmk t zcytorw* a^-i- 4 ^> t* , ^ 

Jt "9, zcytorU^JtlS^ 5: ^ immmW ^ £ *> ? *t ^> Bgti^^ * o ffi oT, zcyto r 
[ 0 3 0 4 ] 
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, ij ij Hutu b*ib, lies, *jusl §wi& j:tfM^^*ti£ 0 

L/cOne Laboratory of Experimental Pathology (LEP)o |~ Development of non-isotop 
ic in situ hybridization] , NIB-IS, Research Triangle Park, NC; FP^htt 
p://dir. niehs. nih. gov/dirlep/ish. html),, SSlUfxff, 3BjgftOH'£HistoClear ( 
National Diagnostics, Atlanta, GA)-ei^ 77-; y\t L , T-J. ? / - JVC'J^, ^ t £ 1S 

o .1 H h l T! s gS)k i k~?V7-4 EfK C50 «g/nl) (Boehringer Diagnostics, India 

napolis, IN)KJ:i?, 3FC"C2--7frHaHfcL>i:* iwxf Sgwrtf^ 

[ 0 3 0 5] 

-3jWM >+JM ^-j.-ffl<7)-7'n- t h^zcytorl6gS5iJ(^^iJf=-^:32c^ ^ V"^^ 

»L,Jt 0 T3 RNAtf<j T > ^ -t > J* • 7°n - L .£„ 7°u-7° 

i±> i^itTcOl^ffl^^SS^^oTIn Vitro transcription System (Prcmega, f&tdison, W 
I) S- ffl ^ v v v y (Boehringer) ffcfc L 
[ 0 3 0 6] ^ 
-f yf-ffi- • ^€-y3>a, -y^^-->y^y-f*^zcytorl67 a D-7'C 

±IB)^7o7t 0 KC-Zo-rt, pnoVmli Lt\ 62.5t!Tl2-16ii#H 

y K ; NEIOfcffl^TflMBU Vector Rec«tt*y f- (Vector Lab>f HTffl-ft t 0 7s 
v-f h^v 1 ) > (Vector Laboratories, Burlingame, CA)-^^jt;^fe L 

[ 0 3 0 7] 

> ^ , v ^ t" £ ^ <0 13 X ft «o ffl j| 6 ft , JSiftr (i , fi 30 

1-= : -^^^r,,^, ^ l£ |i«^ T Fil^._^i h., Pllic.i WCJ Pitt v ^ 

^ ffl ft* o -ac^jff t , B&tt-c* 

r^ 0 Si-r-Ji, -gB^^Kfflia^iCFtt^MI&^IHaTAo^o I^^;^ zcytorl6;i 

T^ofco ^ftm^^M!-. ffl^Ef^^T^, ^Mi9^c0^l£14#-m 

[ 0 3 0 s ] 

SSfii, {yf^fa-(Of-?fJ, zcyt3orl6*^+i±ii£<0||^f'-^i:-g:t 
"Cv>A© Zcytorl6sD?§?|!|, |fJSfeT±(;|il| § tU -fflS^±^.f@fl&<j [^1*KB»ft-C* 

t/zim^mm, mux, iL-Tip^b^r_.^Amm^r,^^^mm^^ 
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[ 0 3 0 9] 

ZcytorlGii, jmu JPIfl«t. Mis J: CFSSJSffF It, 8t>X l3J;tfIt 

mi , zcytorie^l* X & & i i±£ § nm + & o ^ ^ : ^#-#bt K Kl^t * M 

fct§1HL* iift »J ^*re& « o IL-TIRi, iSMWt^l^i^ 0 $ 

h K , zcytorl6^aai±, ffiteft £ ft A <D4+# J: 0*0)13+ Sm&W^m ? tl 4 C L ^ U 

4\ ^Sm^^iCF^e^^.fl^j&l^bSJla^, eUff, ®1£tt*ftfta>kj$j:ci'a> 10 
19-1-40 J: o fr, ift^'J >/i3*^i-&v-*-t LTiiJr-tf^^^U >,'i^*^Si"-£> 

mnfeft tixmrn-t & z t &x~ t & 0 

[0310] 

* & U , l&tHb £ it ft CM+J3 i: £FCD19f J: o fcffitett&^ll&T<7>zcytw\L6?>|& 

tl^ffSi-J:^ zcytorl6{-A x Jt omfeSSS 

fi^t^f fflitlfl** 4 >r t £ H ft o 

[0311] 

3t£i*sD±£X &JcaiP£^7±.£C*«fi*^±£)sDJ:"? fr, ±£^?)^<o^ 20 
^M»zcytorl6?>£!|K ft t T [It4-e& o ft<> zcytorl6© ±£ gmut , Iff Jjft J3 J: tfWo 

^msis* Jt 074 a n# > <o\%mxmtt^mmi}^ 0 lot, il-tif, t ^ 

^ £SttB -fr Bfr <0 <fc i $u zcytorl6co >) # y K , ft* t fci&if "sK £ & £ ft G> Offi 
WT <9 SC^ft t 5£ tE I" 4 ft tb <0 "7 - % - t L T Is ffl T * 4 bT tttt#* 4 t JSL h *t 4 0 3 t> K 
, zcytorie^-f ^-ffa-SSIWfH, !E't(?:)^i:±K.ti:zcytorl6«^^ji3^t±^ifc 

# w n- * , g p % ^ v & J: v ip m # > a $r * ^ ^ a * <o w m v - * - u j: ^ / 

[0 3 12] 

zcytorieiiRi^u , i mm<v®.^'), fc^mmU^&M 30 

^Mlt'-C- ^ ^tB S Jt o & o T , zcytorl6{i , d *L cO*tS«« ^ft J3 W/l 

it :A IE t * -^fig HM^- L T v » & ar itgftjj** J^ot, zcytorl6^^i£^ 4 ^^14 i- i± , 

[0313] 
^ M16 huIL-TIF ^T^f- KffLft 

^'J^D-f JUa^t ^f- K^tftli -, ft#(ONew Zealand^ 7 ^ ^ U ^ 7"^ KhuIL-TIF- 
1 CSS?U#^:34)t^ !ihuU-TIF-2 C8g?U#^-:35)S A tihuIL-TIF-3 C|S?y#^:36)* : e& 
®£LTIli!itJt fl Kti, ^^5c«€S|g^#UttoTApplied Biosy stems Model A 

SIA-^ /t 1 - K^^^ (Applied Biosystemst±, Foster City, CA)^^^r^^ L 4S 
, ^ KhuIL-71F-l, hulL-TIF-2, ^ J: £FhuIL-TIF-3v r. ~ i ^ ^ ^ -i I T * - 
n-^^/^I^Ns K?S14-fb^*yil^*y^-^CKU0 CPierce, Rockford, I 
L)S."^^Lt 0 &*>*¥K, ffi^^K200 «gf7nO F^Tva-'Q h (Pierce 

, Rockford, iDi:i4iK«pia!gsrt<iP)ftatL, mm ^m^y^ kioo 

/f 7 u > h ^^^t y i ^hiH * * ClP>v±#t L/^ o 30 B aor- 7, * & 
[0 3 14] 

Kttffl L ft ^ Kl ^ g/mlt' ffl i/i , aiSA^^ J: ^ ^ «je£^t^©# ft fto huIL-TIF-1 50 
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[0315] 

hulL-TIF-l^T'f - K^Sftfetteii, EPOXY-SEPHAROSE 6B 1 g&fc *)#^-/*- F10 ng£ 
ffl^TiSLfc EPOXY-SEPH4TC0SE 6B^ / ^ (Pharmaci a |_KB) £ i'^T, '7 ^Jfll 

7 -f - JI8U ^^PBS^T-Bjfeg*fL!t e F#||B*]huIL-TIF^ 

LT3^fr^7^Rl ^mlfr^ aiSA,?;.i - i„ -- m 
hulL-TIF-l^ /^ KftSttJSEtttiL ^^fcffittSttCfrU ELISA&TSOO p 
g/ml«.^thTKfit<LLD)^^T^ 0 hulL-TIF-1^7^ KtJ^ftw/ftUU ^7tt4 (reducing) 

[0 3 16] 

jT&lW fa V IL-TIFf- 7>a->'^7^ 7 a; K<OS^ 
@^j£M^0Dt: ML-TIF£>3- FM£^fr2ytrack-N^-&10 /( g£FseIj5j: 

L.. (i ML I / ,. c <7>& , ■< 7 - Y . ;? / - fl-iti I. . ft ft t> I'TEC ^BM £ £fc c 

3 ft £540 bp0>fc ML-TIF|flfM-{A, M LA * - * l-2fti SeaPlaque^ >±Titft 
?*T, BfrM-S-^^tUI-CiUi^Jli^t^o DNAUu QiaQuick <Qiagen)^)Vj*ai* y h 

[0 3 17] 

fc : IL-TIF^ 4-Vr, ^f^t^M&Di 1 y > a ;/x r- ? ? >? i) , 
Fseljo Jt tfAscI-CfSjf b L A pTC12-8K L >:,, \ y > v ji — ^ ^ v^Xt\ M<k ^ 
W&£^l'i;?£fl!l£^A^IOtlA, pTC12-87°?X? KKHU MT-1 10 k 

b*jJtEWT-l 3'fjDMA 7 kb^|»KLAl&a*-tv M^5=ftT^& 0 hKL 

[0 3 18] 

ASUS) 3 >■ t:^ > MHI&CGIBGO BRL, Cafthersburg, fc1D){lxL^ ho^V-y^U 10 

-s- f- L t s nn^.-taOTRl). 100 ^ g/nilr ^ \£ ~> U ^ £ MtJ LBif ft* Tig® ? 

ioatflfco fc* o-y J 3-6^filll?0'.1iniprep)^D[*\^p^L., Fsel/AscITfpiM 30 
flfrtb U ^TTA'n-^ r A-^ftK L T , E i- IL-TTF^A irH" £ 7. ^ *) - PLfc 
o IE L^pTC12-8t ML-TIFZ3 >7- h 9 * f © i PS40*ixi prep) ^ fro fc 0 
[0 3 19] 

IF cDN^ <3 U t b ^jffl * ^ * y <r> * ' f AiS?y y # tf Sal Ifljfr M'l'PI? L, ^ v x i ® 
.^l-^-T >r*4 y*Ja.*V9 Its 
[ 0 3 2 0] 

*^-pKF051K, t HL-TIF cDNAt^trFseVAsclUfH-*, -tj^Wi? |;t/^ o-i> 
^ t^Ci X'ft S. L A 0 pKFOSl h 5 ^ ^ v pl026X CI ri tani , B. M . « 

6, BiCO J. 16: 7019-31, 1997)UBa* L. Tfflg^f ^^^Ick/n^- BAfflfe# 

Tf-Mb i>- ^ t- JV t # x. * ) hOtit g ^ ^-tf e 
[ 0 3 2 1 ] 

TCtll 0*wiH3rep)DNAS-Motr-C Mft L IckK^ 7 1 a ^& - ^ - , ^7* 'J > E M 

> ^ ^ * - , 1 1- il-tif com, ji jt m ncHjtte ^ * ^ b , >i ^ if >f * v ^ ^ x %n 

[ 0 3 2 2 ] 
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(S3) JP 2006-508023 A 2006.3.3 

is J: 0*3'*^! Ascl^ii tift L~(\ IL-TIF£^£^&£ fe^EuLCK^n^- ? - 

tr 1 ; >-'^4fllfe& h 9 y^z^x. =. y ^ - pKF051-^) ^ V~ t Lc, 

[ 0 3 2 3] 

PCRRfcti, ^3y^^"vIL-TIF(g^j#-^:37) 200 ng&%m^V ? KZC37, 
125 CSS51J#^ : 39) a J: ZC37,126 CS2?U#^ :40)T : ff o 0 PCRRfc (i , AdvantageCH^ 
) cDNMi ' J - -tf (Clontech) £ ffi w T <D & ft T t^T o jfc :95r ^ 5£ ; 95*0 ^ 60*1? , 
60t: T 600? , & «£ 072*0 tWt 15* 4 9 )V ; fa h CFU 721C ^7£ 0 PCTug ^ (i , 7ifX3— io 
^r^alt^liL, QiaQuick (QiagerO^Mfciii* v*T*|IS LA 6 ^3 
540 bpoDWifti', ±iE«J:oU, Fsel js J: O^AscI (Boerhinger-Mannheim) ffi 
ftU i?./-r/t»LT, pKFOSl^n- - ^L£ 0 pKFOSl^ ^X IL-TIF?) IE 

[ 0 3 2 4 ] 

* ^ ffi 18 IL-TIF-CEEQ ^gn^^ 

^£«TlL-TIF-CEE* ij K ^.^^ * - IL-TIF-CEE/pZBV3 

2L£ PS? L fc 0 C«GLLK,LU^ ^ Cgi^U t# * IL-TIF** V ^ 7"* K frg|fi £ -fr 
ft A aft , IL-TIF-CEE/pZJV32L£ m It L A o COa^^ h*ttfflLT, v ^ + ^ ^ 7* 20 

[0 3 2 5] 
A. IL-TIF-CB:/pZBV 32L<r4S^ 

Bamhllii J; tWOallN Hfttt * ^ It-Pft . 5' jj j: 3' jfcS»fc + & 561 bp?) IL-TIF^'t 
5J, 7 --f -7 -ZC28,34S C^'.ij;r r ; .::4.l)j; .J/C28.J45 <E5l#*:42)*J||i#»T, IL-TIF 

tz : 94tT "C5^-*l* -i 5 )l ; 94t? t?9Gf;K 62 < CTl20fK & J: tF72 ! C'Cl8C#£ B5+M ^ 
; 72r<H0fr£l*OJV; *©flfc, 4tfUa* c iOWM- Sr^)U**t*fflC3XT # D - ^ ) 
KJ; *) BTYi'fb L^c CO'V K*9l'JitiLx * ^f^QIAquickC^) Gel Extraction Kit 
(Qiagen, * ^ d ^#-S-28704) £ ffl TlfflKLc, I « cjD(*\^> BamHI^ J: tfXbal^ Ji v^T ^ ^o 

L , ^ ^> ^ ^ * - PZBVB2LS.C IS L * o pZBV32L- ; ^ ^ - (± pFastBaclCK ji ) CLi f e 
Technologies)-^^^ ^ ^ - "C^ I) % pFastBaclco ?K V A Kd > - 7* D ^& - ^ - i 
^* LT . ^j&|*ftSl;ti:>' > M'/n ^ - f - (Basic Protein Promoter), fcjrtf 
Glu-Glu^ Kia^iji: iI^Lt:^***^ ffitv^t jH-^.'U^^ d-^> 

^3'5MS^»A L MEBffi-ft L cIL-TIF^Jf Aff>t J3 J: ^-68 ngi5 J: CF^-T* pZEV32L 
? - £ Jt -e 100 ng^ 16t: f-ift, ^^4tr-vs> U it® **TlOfS 

U-.f'^.l . ; •• ' • 3 : ;S&tll ffnol^2 ra^ry^l^ h D^l-ya 

> • ^ j_ -'s I (GTX, ^t-**#62Q)<?)4^-C, 400 2 J; l> ; 25 fi F?)xi^ ho 

I'- v 3 y K J: i? , ElectcMWC^f*) mi2sC^f|:)fflag(Life Technologies, fi $ xi 
S-f-lBBl2-017)HJg^ftL?to JgSfcjftlHJfe4:S0Clg ; ttC2SS Bacto Tryptone, 0.5% Bact « 
o Yeast Extract, 10 ml Bl NaCl, 1.5 nM KCl f 10 nt,1 ^IgCl, , 10 riM MgSO, J3 i 0=20 irM 
^ ^ 3 - % ) 450 /( U #^^100 100 K g/rnlT > tf 'J > * ft-* t & LB 

tTi#?I^^r, QIAprep(^#^)5pin Miniprep Kit (Qiagen f ^ ? a 7^-^271 
06) ^ ffl v * X%m L A o # 1^14 ^ n - > 2 « 1 *DKUOBacCS# )to Effi ci j. . \- - - 
3 >' L'-r >■ h ffl|&(GIBa»-BRL ^ ^ D ^##10361-012) 20 ^ Mz , 42tf«) h -/a y ? 
f*it, 45^W<?) t-hyg v ^ K J: '9 Lis L £DHlOBac(#ii)«£ S 

00^^(2-^ Bacto Tryptone. 0.5% Bacto Yeast Extract, 10 ml 1H NaCl, 1.5 mM KCl f 1 
0 i*1 Mc>CI; , 10 nM MgSO, jg Jt : J : 20 irf4>' ', 3 - X ) 980 « 1 *i? i. '.' , 100 .,11- , 50 
A g/nl^+7jyy, 7 ^g/ralfy^T^fyy, 10 ^ g/ral-f h y*fj 9 l ) > [ 40 p g/mL 50 
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(90) JP 20O6-5OSO23 A 2006.3.9 

X ^200 M g/wL Bluo Gall'-grWT& fl/ij 7^(Luria Agar) / W f- _L£ 7°F - 

mi-mzsi-z, s^Lfc-w jv*dna£=b-t &mm.(. \w 5 kj ti?«r*uo*iii]teL* 

, i*m<v£i£>rm?v~~(mmv^? 5 K^tfX-IItU QIAprep<;#iti^) Spin M 
iniprep Kit (Qiagen, A * n ^#-^27106)££ ^TfllS. L tz a 7^v-ZC447 
^:43)j3j:r/ZC976 :44)*J8^ PCR&KJloT, K«$s^|£Em~*tT 

ST'7-f t)DNA*i*(Bl-*c:i'C, ^ n - > *JE L ^AffirM"** ov»T* >? U- 

- V ^ t ti* PCRSjfe©*#{i. ^« HU:: 94<Cl*5 7 t £1*- f * )V ; 94XJ-C6Qfr\ 5 

* £(J72t ^80#£3O*- 4 9 JV; 72^^10^ frltf f ? )V ; ^©f^ 4l£Uig io 
*r<> PCR^^^l^TTjn-xr^^T^ftLT. ^AKf-H"*^ X*IS-<jt 6 IEL^jEpA.8f 
^^t**n-^tilfflLT, Spodoptera Frugiperda (Sf9)$ffliau F77^7iH 
LA. 

[ 0 3 2 6] 

Sf9|g^£^'7 i ju / k-ha^ )V% rz h Mix 10* i® <t LtjS§, 27*0 
#3-£fc<> ^ 3 P DMA 5 II SFW (Life Technologies) 100 ^ lfc.fMKLfc 

0 LipofectaniineQgjfi) Reagent (Life Technologies. * * n ^ ^18324-012) 20 ^ 1 
l-Sf-900 II SRvllOO ^1t:«ftLr; 0 -^3 KDNAi SIS -ffT, 
?30~45fr|«M I- LA. «^AoA7^*^±£*k*«^l U M&£*tI£& *> 

Sf -900 II SUt-' i:ti 2 ml :M:iL Ur Sf-900 II SRI 800 ^ l*|JiK-DN/Vfc'frifcK Ml 

fco tt»ffl<0«***?IL, DNAr-iliftjR^ffitifilUlftKiStDLA* 2713 T-QSH > * 

h Lfcc DNMII*i6-&i**S3l U Sf-900 II SFMgjtb 2 Y KffiJpL 

[ 0 3 2 7] 

sf9^aa^e-'7 i a- y yk i jp* * fflg^ix io* is <t l t »^ fe 0 '7 i n y v 

>7V7^7va V • fU- hfrh&£ t? -i -'l 50 ^l**4iT. '/V- h*27^, if* 
90#?\ 96P$H-< a-^- h L, JV^. ^^ffi Lfc c ™ 

[ 0 3 2 S] 

II Sm 50 ml r*i X°m m Z^fzo ^^T\ i <7>iSJ&£ ±1200 ^ 1- - I- f># ft ^ >f X 
h-v^^lOO ^U-^Sfe^^T, 27X^30 M^^^iL^ ^oft, f-f/P^S:*S 

[ 0 3 2 9] 
^. \ n 19 5f9 ; ffl ffi»,a-. ^ ^> IL-TIF-CEEtf!) f S§g 

;s ■ 3f ^ n ^ 4 )l> X X'%m 3 *t , C-^Glu-Glu (EE) 9 ? CSS?1J#^ : 14) * ^^IL-TIF 
*" V ^ 7"^ K ^ T £ * , J^T« ? HI! £ ffi ^ IL-TIF-CEE^ L T ^ & Sf9j»Jia ( 
S^MIS; m§ #_t ;f * . 0.22 f{ n#^Steriflip®#)7 i *> 9 - <Millipore)£ m « 
S*U ^jftSO ml^^iiCanplete(^fI])7 1 nrT-'i: • 4 ^ 1 1* • 77 ^ r )V®(Boeh 
ringer) *l«tn A A* *M L^iS#r±rta0.iiffi) ? >^ ^ SDS-PAGE^ J; ^ 

[ 0 3 3 0] 
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: fflfe ZM® r>ii)f " »ih it f ) " " i. , 50 irfcl Tris pH 8.0£ <£ TO NP-40) 1 mlf 
10 : ft^ffi .-Hi <~ r 1 N^.ii h l.! 7 50 rnM Tris pH 8.0, J: yfJSS NP-40) 1 ml 

[ 0 3 3 1 ] 
^^glJ20 Njfe&T 5 7 Mg!|gH?r; 

Applied Biosystemsj: 19 LfcSt£*J!J^ GfiN*£# ^ ^ 7> K §£?!]& 

^CiKv>f^)ftToi 0 N^^ggfll^Jffi, Model 494 Protein Sequencer System 
(Applied BiosystemsJ, Roster City, CMTfr-3Jt 0 7*- * IStf MU Model 610A Data A 
nalysis System for Protein Sequencing, g > 2. la (Applied Biosystems) t ff o ^ 

[ 0 3 3 2] 

Protein C Sepharose/j|SEaL#^^-XC*t6f!ld>K»ffi3 & Jt 0 t-, £|M I- A "t h 
lL-TIF<Hi*tt*;(|||*.fc 0 M5£<Bttfl3 «W» £ fco TNovex SDS PAGE->7f A (4-12* 
Bis-Tris HES Nu PAGE; Invitrogen)|C J: , SDS PAGETMI"* ifr tf-X#£7GfflSD 
S PAGE^yT^;^ 7 7- t Ait, SitT'.^iSUAiLfc, M&*:££UJ: ^ ^ 

L-TIF<0;t > K * R £ I „ ft ffl L * HRP£^-7 9 *ftEE IgGfctfrli , g S L fc 0 

[ 0 3 3 3] 20 
£»aiL-HR|? K^N^iS?yff?^(.: l oT, mm : 3fc * *l 4 22ft (Ala) 

^o 

[ 0 3 3 4 ] 

£ CRF2-4£-^f* ^-am-t- o EaF3« (BaF3/CRF2^/zcytorll3gfla)<9« IS 

TfB^K CRF2-4S§fl-^ 7-30 ^giffl^T, 55£*£>CRF2-4$## * BaF3*@ 
fl&fr L *o CRF2-4£^f*£ l^lt" £ BaF3»fl&fr BaF3/CRF2-4i: t o C *L % <7>»J9& 
fi-^esi LTftffiL, com* ^_¥:ftC^cytorllfr##CSg^ir^-:lSi3j:^S59iJ#-^:l 
3) 1 i i# --S £ 5 ,965, 704-f ^M: 1- 7777tn Tie«IL-TIF?§t4<7> 7, 7 V 30 

- - f 7\^£^#& A&S-is/S Li« dismal JE*£*'Jffl IT, IL-TER&'|4*|i|£flSt 

[ 0 3 3 5] 

A. CRF2-4S ^j ^t^BaF3M teM 

a*F2-40?S«cDI«i£5lJ (Genbankr ^t? v g >#-^Z17227)£, £ t} 

, Daudiffll^^cDHA^^r^V-^^^L. -fit*- ££31^ * ~ pZP7FK 7 n - ^ > 

[ 0 3 3 6] 

v7Af»o-f y 7- *^-3<iL-3)«#iiirv ^^^jHa&^^&BaFaaasacp 

alacios&Jct/Steinmetz, Cell 41: 727- 734, 1985 ; Mathey-Prevotib , MoT. Cell. Bi « 
oK 6: 4133-4135, 1966) fi, ££^J4(10K jft^ffiffc? ->ISJE*i»* 2 ng/ml-7 9 T^IL-3 
(mIL-3) (R&D, Minneapolis,?*), 2 nM L-g1ufc*tex-l(f^j§) (Gibco BRL), 1 nMt^e 
>g+h^i (Cibco BRL)j5 J: t7PSNt^±:CGIBC0 BRL)^^^ L . >t RPMI^ ^fe O RH Bioscien 
ceft, Lenexa, KS)K##L^ 0 FD#Wy 3 y©i(:, M^fSJSgftlJISt: 

t^oTQiagen Maxi Prep* v KQfagerO*ffli^t\ CRF2-4/pZP7P£^l^-o2iS? LA 0 ^ 
k7 N D#k-->3 XDtziO^ BaFSfflH&^^jjilif RRJir^f^-Cliafiti^t, ^^^^M?#RFM 
BfiUl^ilBUfe^ 4- 10 7 Hlfe/nil t LTSlSS^t, HSrS ? Jt BaF3|ffl.fel ml^^^T, 
^ RDNA CRF2-4/pZP7P 30 p gt L , Soe^lTx 

/■{- (CIBCO BRDK^Lfc. iStl5f^^ f>+ i' <-yg>t , SSJfetC, x 1- 7 h n 

# v a >^l(CELL-P0RATOR(^f*); GIBCO BRL)[C J: £ 2H<r>aa-> g ^ 7 (800 ^ Fad 50 
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(92) JP 20O6-5OSO23 A 2006.3.9 

/300 V.; 1180 ^ Fad/300 VOfr-^fc,, S^H^ra©^, ^ 1^ M3*'l— >3>L 
fc*BHfe*^^*50 mli^L, ^15-24^(3710, 5%C^)^£ 

o ai&S-Sit?*, ^-o^yyit4/-,^||f*fc^ T-1627 9* 

S *l & BaF3« (* ffl StM J BaF3/CRF2-ffifla i: & 3 ft* )<0 7"- (C o '^T, T f ^ J: 
[ 0 3 3 7] 

B, CRF2-4& 1 CFzcvtorll^ foft £ BaF3«.cD ^ 31 

5t£g<^zcytorll£'##: %%VlT2> BaF3/CRF2-4ffl mi, zcytorll^cDM4(|S?y##:18) io 
^-30 ^,g*ffl^T> iE^Si^aAn^flljfiLjto 
a# , 200 ^ g/ml-fcf * -> > £ i: CF2 ^ g/ral tf a - d i -y y £ S T a*? L A<> zcytor 
II* * f&B t & GaF3/CRF2-4*fflJ&i± , BaF3/CRF2-4/zcytorll^ U k £tt 1 1 A » - *l *b 
<afflfl&* ffl ffl I "C , iL-UFfSlit A^^^yfLK (*M^J22) 0 

[ 0 3 3 S] 

^_®M22 Alamar BludgWaifeteU J: £BaF3/CRF2-4/zcvtorlliajfr £ feffi L A IL-TIF7g1£ 

0>*Z 

A. Alamar Blueif jfjpj £ft £ & BaF3/CRF2-4/zcyl:orllff flfefe te ffl L A IL-nR§ft<p * » 
" ■ ■ ? 

*»®.?n^IL-T[F-CEEC*gfl«|9)*ttfflLTv TI3<0 J: ■?> ^^ll^iEt-^Tf* ™ 
[ 0 3 3 9] 

BaF3/CRF2-4/zcytorlLfflfla*itit L , -LB<7>£;Kffi|2JAicSafcS *l A , fl LmIL-3^Ao 

#LT, mrL-3<0Bfti*je*t IA 0 fflfe* A3*W+ t-ltiliJ L A 0 fflfetit* mIL-3r 

1'7^&AK&'1-100 1'7^&A K»500C>1@t LT95-^ £ )V 

[ 0 3 4 0] 

mIL-3^^jf^.'C;l.!t50 v 10, 2, 1, 0.5, 0.25, 0.13, 0.06 ng/nl KftW L A IL-TEF-C 
EE^ > A * ft % ffl T , BaF3/CRF2-VzcytorlLfflm<0 Ji?| K o T ffflj L A 0 *fd L A * 30 
> ^ H 100 a 1 * BaF3/CRF2-4/zcy1:orll*ffl fl&K Jin LA, ± U te^S i± 200 a 1 J; L A 0 
iifefflT'k- h^37t:, 5% O^-?-30M^ ^ L- ^^B$^T\ Alamar Blue (Ac 

cumed, Chicago, IL)*1^ ^ )V& tr. '9 20 « £<> 1^*SJS£. 3?t!, 5?i C0 : 

X~2mm h Lfco Alanar Bluetc i !') , git^AtiJ I ,v 

f#?>*u mox^ii^Mi Jts? iKwm#mm&m&$*iz>* ru- vt-n^ ire. 

5K Cil "C24e#F^ .O^a^-M A 0 ^ 1- ~ h !■* > FmaxC^#)^ u ^olecul 
ar Devices Sunnyvale, CA)UT, SoftJMax(^#) ProT'n / yA^Sl^T, 544 (Bite 
) jo Jt Of 590<S^) t? il £ L A e 1> . IL-TTKEEK *t 1' * BaF3/CRF2-4/zcy torll^fe 

Wffl m-teSAS* itSlES^M^JtAo Iij^^^A. ioE.S&ii, ±^50 ng/ml 
^> ^5 > VXm^k * 1? , T^0.06 fXj./ml'C!i2^^|f^f; t tTS ! o fc 0 BaF « 

3|f 4affl8&, 13 X 0 : BaF3/CRF2-«Safi. IL-TIF-CEEU E.lfe LTJ^Sl L 4 A ,1 t jfr-fc 
, IL-TIRi, CRF2-4/zcytorll^T n -S#S##(-#^«)T*^ iisi^S e 
[ 0 3 4 1 ] 

^ ^ W 23 IL-TIF1 ^ 5TT j> h ^ > X y^^?^ 

A. IL-TIF^ jfeai- & h7^^yj^->-»?»^ ^ft H 

DMA^f>t ti, " v F, £; LCK^n -v:-^ - ^:,5 ? i3 .j C^'ffl^^g^, ' • ' ^IL- 

"nFCgB?y^-^:37; ga^J^=# :38k if; § * U ^ r+ K), 7 ? h©>f > * U >-II>f > I- 
D y , IL-TIF CDNA4- t> CFtC t N Jtftt* IP* >0# V Al^lJ I- 9 > * > * - y ^ ^ # 

^-^ib#^K)^*^*fflv^CSll?L, a*6b4-v>f fvj yy*y>'a>nK£&. 
#M I fz B6C3flOaconic, Germantown, m*? L 7 r ^ •<-^S, ^(O-' OtJ^yi?->3 50 
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(93) JP 2006-508023 A 2006.3.9 

VCfSLCo Hogan, B.£>, Manipulating the Mouse Embryo. A Laboratory Manual, C 
old Spring Harbor Laboratory Press, 1994£#BS£ v» 0 
[ 0 3 4 2] 

ij , , m^e'] * E „ LCK - o ^ - 7 - * V '7 7, IL-TIF?) ^^^yx^^v-) 

fr*TMiS;ftS*^„ l£tf>±fl^»?xtii, S?IWo^1b'-3/; 0 H^Si-L^MrD-ib 
[ 0 3 4 3] 

[ 0 3 4 4 ] 

b. ^^v^ -y 7 -7 -7 7 <p it fe^aj j &?kmmfr 
±&<?X E /f Lck-/ IL-UFfJ Wis » £3* £><*k »&S*tt 

til IS ^6 « I > Ti ssue-Tek&il^ & * S o 

[ 0 3 4 5] 

S-MU CD3, CDS, ^^7?D7 7-v, B|S^ CD80, js J: (JWC7 y 7. II CO 

[ 0 3 4 6] 

ftffife^&t l»)M^<#i£t^rJ; ^t>/p oio "7 * n 7 r - v <T) v - is - PI 
v i ~ 7 ft}® <o #J & ^ IL-TIF^) n 3& ^^MfciS^"^*^ ft'fta* & & o 

mhc* v^nmnmrn, «<i-#ra<*>***ai: ix&n *ftfc*£TBKi£iLT^ 
tz i)\ <j$mmm&\t . m^i h^>, mm /mm m <?> ^ <d z ?~. a-t <q -t c±. m k ± ^ 

[ 0 3 4 7] 

h y 2> 7, :V' -Ik? 2m * ? b % K if- if fc 0 I - 9 > 7 v ^ - :> 7 ft^ 6 

) 0 ^>t^^°9 7 <f >ML, B-t&SUSlji I, 5 ^mU*0fcf LTOung 2065 Supercut mi so 
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(94) JP 20O6-5OSO23 A 2006.3.9 

crotcme, Lei ca Microsystems, Wetzlar, Germany)., H& E(-^7 N ^ -> '} y t x^- -> y) ~c 
ifcfe L * ^Srfe 3 *t M !i , Sit CACVP){7 <fc ij g££ 3 ft £ P^g (7 J; t) , 
^^ICNikon Eclipse E6Q0, Nikor&L Melville, W^T^M S iifco 
[ 0 3 4 S] 

i tf'ioISt ilf? ft^ r: 0 %$c&& £ (FWLc&vy {B# % ft ft S ft * £ !& IBi* 
ii, 40x ft V- 7 X T43 J: ^Ultl 5* E * # t, ftfc CoolSnap^ v ^377 (Roper Sci 
entificft, San Wego, CAK'Slfrft Lfc<, fr<^\ ^^lSfS!lV7 N 

v i ? (Scion Image for Windows(NIH Image), Scionftt, Frederick, MD, v. B4.0.2)£- ^ 

[ 0 3 4 9] 

(114) 











52 


5.4 




5.0 


6.7 


5* -(.v.v .-. ;< + f%fch I? 


8.2 


7.4 




7.1 


7.1 



[ 0 3 5 0] 

•^IMftK *iR**4^ h v>77i-^Ii»i: 

cj*# j- 5 y % itjL^y znmm * *> *i*^&*#iN&*fii#*o a« r 7 

>xy±-y? M l± , *i>W s fc ^7>Xy^??l^n IL-TIF<7>||I| V- ^ 
[ 0 3 5 1 ] 

g 3 81324 IL-TIF*° ij ^ 77 77) f y^^M M 
A, IL-TIF7 > ■ i 't x -e^^ o -ix 7 ^ x ii SAfrfr If jfi ypj- 
YO^Oti, C57B1, 8&j$; Charles River Labs, Kingston, NY)£H^ T >iT£<> IL-T 

<nW&fc Slie U ^ <^ 7 7 j5* 6 M I * <> ««£20S t % 7 £g«c L , #Ji£ f& 

au s?*f <o a ft m j: cms* * i?5E l * 40 

[ 0 3 5 2] 

JW^^"i^iiL-<TIL-TIF7rV 7 f ^"^^OM^fl-^tU^^^o ^12 
BSK, *)y i < ^St^^ 7t7 7 ^ * 7. MS t it -CT IL-TIF7 fy^,W^? 
ii itc M'^ L ^21B 1 mi, -€-^*^*A ? g3l ^ H fz 0 ? e> K , IL-TTFt f 7 

„ ^ z - 7, , Wm £ I- AS T , 7 -7 / 7 i )l 7 :Si.l.|¥ i: JtL T IL-TIF7 f/^^V 
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(95) JP 20O6-5OSO23 A 2006.3.9 

ft < r > o ?t » Rftlnc > il-tifk® itj, #i fijj ? n t z mmM it ^ m mt*:> - o u , s- 

[ 0 3 5 3] 

* * 4- ft o £„ i wstgtt^i , #Mii 3B - i K tm t > i*fi7f^ i JU x 
^^30^^ i> L, £10B § C#*£ l) n=4)is J: CK^20B § n=4)[^ 

1 ' l^tsK, I7f/ '7^ JW^^^iib^TlL-TIFTfV 7 f JUX ft is 

ii^lOH llfltlfl^^r:, IsJflt^ ®30Jj J: tf^lOH i t;, ') : ^Mfl - 
TtV *?-f ^7,&m^iJt^TlL-TIFTxV *^^STi±*S^i*^L?t^ - tl 

ti > tfH«>ii4*:j3tt*<0i:HC<*2OFj u si ± » t x - & ?:>• o tz c i 

W^Hflfr^S £^|i£Tfc[WlteEMtfco i*Ui, IL-TIFT^V ^-Ol^&^v^ 
7, (^20B § ) K jj it ft * ^ ? * & ^ * §t£ t -gfc t T ^ fc„ 

[ 0 3 5 4 ] ^ 
i « R * so • & , IL-TIRi fijM , E|J % , ^ y tf # "C<0 MM » ft U f * $ * & f ST ,1 £ ^ 

3 *i re * % o -c v iL-TiRi , a r £ & Mmmm&K mm * a t*i-*«itstt* # u -en 

U J: oT#£#5llc is it * AaHtojHtJMMI&frBSfci Jtf Jp H^^lcfJi^H 
4 i tK'HLIbJtl, flAif, IL-TIRi, 'J >/<3***4?3**> J; v K,B,fc*l*# 

, i nii >) y^mmm%& t s sm<»fs#t~ <t * nrtete#s < , il-tif** 

»i ^-<^ igt4^'#^?cytorl&7? J: ^ 4 „ IL-TIF^ ^t-o t > * rf^T. N ii , £il & Ojfc 
a cm^SCtherapeutic reagent)i L T^jfflT*^^ t JE*>*14* 
[ 0 3 5 5] 30 
3?)^, vO^X'IL-TIFTr V J^^^V'/cCllf,?)^^, IL-TIF*^^Js§?ft 

^^rA^^#^IL-TIF^^i-&^^M^i-^flfe^S^CWAii', h * -f > J3 Jt CK 
IIS iKi L T ^ ^ i ^ i ^ ii*o *3r?-i$fc, iit^^f-^^ 

S M ^ 1 1 A IL-TIF© ^ # s*a < SJ* Hi, StoT, IL-TIF, ift IL-TIF^# , * % 
CJf^zcytorlfifciOfiu-igttzcytorll/CRI^-^j: v r >> -?-C'^##:*, pam^*^ 

[ 0 3 5 6] 

#S#t *\ Ifti ? > / ^ ^ f SAAtf) a a, ^> *b il ^" >3-7„ T > 7' ^ > J3 Jt « 
i I? 3 JlS-ftitSa i ^IL-TIF^ORIjglis-^ , IL-TIRi:#^(7> 

^jEis:i5Ki3v»r*DaBKftffli-a-H->f F*^>TUcta^st?ns 4 il-tift^ / ^ 

, iKt^*^^^t*1-nrf^as%* (> ^ 12 ~ zT -'T r". fi.it . JitIL-TIF^#^ I 
■5 4 , IL-TIFS.1*.J -t % I- „ 4 t> Ejf |Czcytorl6^ J: t/BT jg'ftzcytorll/CRF2-4 

[ 0 3 5 7] 

B. IL-Jimm m m^i Y%-iy?>$>*: T-rV -IL-TIF^7"U^jW->SAA<7)m^ 
£l 

•717 ASAAfeJgSlSe ^ ? ^ ^ouse SM Imraunoassay KitJiJ J: Cf^lt^ JKCBiosource Int so 
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(96) JP 2006-508023 A 2006.3.9 

ernational, California, USA)£S^TELISA&£fr^ IL-TIF-T tV 77 

L fc e L fc«Mi3 J: HRP^v ^ * SMjfcftfc fc & k , ^ ^ 

^fflS&MKftv^ ^U- h*37t!TU*H^>^i-:- *4t^*>ffifcLfc 0 1MB* 
JS^"C£ihM5£m, 2 H H, t^JtS* Spectranax 

190 (Molecular Devices, California, USA)*fflv»Tx 450 nrn?>M^£?ftli£ Li 4 #*> 
*i4f r -^li, Softmax Pro (Molecular Devices, California, USA)& J: CFExcel (Micro 
soffcfc, Washington, USA)£|go TflS^f L £0 
[ 0 3 5 S ] 

IL-TIF-Tf / -7 f ^xfcjgsfelfc-v^ti, 37^7^ n^ttltt Jt^, lOigtiS w 
L X , mSAA*^;?^ 4U#LT ^ A a 
[ 0 3 5 9] 

C. IL-TIF7 ./ ft ^ -X % jfev X y P - * -f f i- «J - fgjif 

7 ~T / '7 * U <fc * IL-TEFY > t: ^H^<7>M£ Stft £ (i > St* 

?£10 B 1 43 Jt 20 S B £ , IL-TIFT fV9^f JV X ^ #C57BL/6^ ^X^^Si, Bi, 

mO.m NaCI 1.5 ml*iSj!ll!i-*lllft*x lW&*&>f * ^7XCdH f O)4.5 ml* T?&SfJ*H , 

ra»^*L^aHiaS-NytexKCHil8&®igg)uSLT, it SIS**,, -Siifi, 
7rKg#*IL^t L'C, «&«(Falcon)i.:«£;l:® ,1 i J: ^ 

* ffl fl&* FACS& OB-HBSS/138 BSA/10 rtfl hepes) K ffMffi £ * , H) ^ V 7 >U - 

TfliSi L X . &m&)tkm&ix ltf 11 * 5 mlso * ij * 7^ ^ 7^ a - 7+ £ fr£ L. £0 #IBJfe t 

A - ^Eiii"^^ H CFITC, PE, 45 i CKCyChraie) *j$v—f Mm (Pha 

nMingen, San Diego, GA)tf>ffl-&fe£ *K±^20frM f y4a^- f- Lfc 0 £*Lfco-*~:fr 

: CD3, Crl, isJ:OfB220; »Ig.*fe^*»^: CD62L, CD44. j3jtCKCD3; CD21, CD23, J3 J: 
0^220; IgD, IgM, ££0=6220; COllb, Grl w &JTCFCD8; -ffi^fe<r> CtXLlb, Crl 
. CD3; IgD v iiJ;?/B220 o ifHfeS't* 1.5 mlTf^ U ft^?-^> ^^T'^B 0.4 ml 

UffSfilS^T, CellQuestv 7^7 ^ r(Becton Dickinson, Mountain View, VOfrm^ 30 
TFACScancf£#l.£o 
[ 0 3 6 0] 

^iA, IL-TIF-T xV«tll^">^^m^^|tf*^40M^^\ £§10B I(-4^13 
00 ft A T B«0» imi- 5fS K t 35 \ 

S^ : MmBffl.^,«fi| & ti Jg jfjp L. , b-f^ t..:-|4T t - .o ^200 « Pf,^. c 

^(I^Stli^^^ MTffi, Bffll&tf>&&fi, ^Hatfcf o-.t;ie^(1.5-2 
KLTV A s5\ ^20B K f± , M^B$a^(CD2l-iCD23-B220 + )^S &t±2^(-; t T?i|i)D L , 4S 
^SaB|SSa(a)21+a)234B220+)(7}^ii2^^lUTLT^^ J to ^«B^fi, BfflM^^Sf 

#S'"*-j#^K^^^^®f"v^ 3*fl?B*B18fei±, ^ Pl^^fet* (cognate an 

ja&p — ^ ^ ^ * i&m-t & $\ stzit**) 4 ^tg^sfe * ifj k $ * ^> c t m 
•x$> h 0 -i m r & h }i r. sm&tis.^Ata - 1 / - p B-ffl^iB j: a ; /l ^ fi^Biam^& 
jti£ii, m^/^8S^^oo#^B^^^Aii|]t!-, ^^uf^s?) < ^&mm&<vj£m^<v 

CJT, IL-nFrt^O«« 4- V»HTlffi14^*& 8 IL-TIF!i*^ ; ^B^fe^ 
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(97) JP 20O6-5OSO23 A 2006.3.9 



[ 0 3 6 1 ] 

D. Zcytorl6/Fc4iJN V ejj 'f IL-TTF^ \^$m\^Z> : SM ELISA«!l£frf^ IL-TIFc J: 
iLl^ g £ *■ SM g ^azcytorie^ i fr A t-. J * mt S U fr-^S -U : 

zcytorl6^IL-TIF{C Jt & SAAggjg* § & t ; ) sWMr****:** -?*?Z<M, CW 

HE, Jackson Labs, Bar Harbor, ME)t^3pjfi--P>**5Sf K^itT, "FEtHSd 

^ 3 4t& * > g^IPfcUtK jt 1) MS L tz : 
[ 0 3 6 2] 
(Si 5) 





IL- 

TIF 




ffi 1 








iS 2 






100 (ig 


UT 3 








sr 4 




3)J.g 


20 m 


V 5 




3jXg 


100 ng 



10 



[ 0 3 6 3] ^ 
zcytorl6£EA it , IL-TIF£ A «15£fly I *?tcff o , & W * >- ^ » ft A MM£ ft 

gfcfcjt i!)fTo£ ft m^Mfh-. Attire* *s>*k 21*^43 xvmmm^-? 

7^^liU: 0 SAAi3 iO f IL-TlF(7>IljJecr)^^ > £ttf|^&*ft*MSI L £<> 
[ 0 3 6 4 ] 

E«^zcytorl6-Fc4T«kaLj5:^^^^J3(t4SAAftJ!SP4:^SELfto IL-TIF 3 ^,gi i & 
U fcjfc20- 100 ^ gco zcytorl6-R#?*il L '7 * -ff , IL-TIF^^lf # $ it SM)i 
SE#'< ? * ^ 5 ^ > K#IK * TffiT-f 4 - i ^ $ tt£ £ t ^ t> v zcytorl6i± IL-TIF^ 

[ 0 3 6 5] 30 

! I ■-' (IBD)i @?t4i,ft^ih m^&±W>'&(\)Oiil(?? n^y^(CD) 

rtlRMfcftfcli, fls j. ^r..-^^^ (punctuated ulcer)*! J: C^M^^^t *L*o 
H ti UC-t ■ & % *l * i: 19 t sS^Jift ^ i c«r> tn mii r * h ), m&fc <£ CF£{g#-gr $ it & „ 

[ 0 3 6 6] 4S 

* #1 f * ^ < -3 * 7* » * n m -r * - i ^ ^ * , m <?? 

^ ij ^"^ aeijt LT-Kt:*fflsn£^:li^x*^Soi± x 2,4,6- h «j ^ I- n ■<-< 

^ T^t y^f A (S. N. S. Murthy, Treatiment of Dextran Sulfate Sodium-Induced Uu 
rine Colitis by Intracolom'c Cyclosporin , Digestive Diseases and Sciences, Vol. 
3S, No. 9 (September 1993), pp. 1722- 1734) £ ffl ^T, Dr. S. btirthy^ J; ^> ^ r^fr 
6#6it^ 0 
[ 0 3 6 7] 

W^^ii, 77 AC, DSS^^(7>tt^^t: AilT60fyl4;U> t,t,i±*sB§:S r ± CC, 50 
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(98) JP 20O6-5OSO23 A 2006.3.9 

[ 0 3 6 S] 

Charles River Laboratories^ 6 A ^ L £ Swiss WebsterjISt^ >7 X T:\ DSS<7>^^[i J: ii 10 

^ c*mv o ^ ) 0 feso h , » m * j: wi«**^a5E^a*^* * t\ 

mRNAft ft <o ft I- Sfcfc L A « ^ 
[ 0 3 6 9] 

[ 0 3 7 0] 

[ 0 3 7 1 ] 30 

^*.s #0?#2jq *s*lt^c, jf & ^ j: ^-^4b 1 j3 <t 0^5 a a k ^ i £ < , - 

<r> vV . # i - ^7 a § ( F - 7 ) & X O' -J/'!!i! c , # * 7, 7 7" *w 02 i ii ^ $ o T n tz Z. 
■7 7, =8.8, ^7 a I «DSSM 7 ^100 I WDSS&jg^ 7 X =18^ife o £ s 

[ 0 3 7 2] 

D, RT-PCR^tC IBDEiBttH- K £ it & IL-TIF RHA^jgfliS.^^. 

m m e-r u il-tif RNAC@2?l)#^:37)^ti^^?itiftl£i-^^ 

- UpJruir^J g-w^, Sli^TCWttSia^m^tS T^m&SJiRNeasy Hid 
tprepQfiHR) Kit CQiagen, \^alencia, <X)%m\,>T. RHAtKW*- Li, 
[ 0 3 7 3] 50 
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(99) JP 2006-508023 A 2006.3.9 

RT-PCRgJSH ti, [Superscript One-Step RT-PCR System with Platinum TaqJ (Life 
Technologies, Gaithersburg, MD)£jS/aLfco #RM25 u Vd, UT^^M?Ht: 

2xE.lSffl«^12.5 (20 pmoV^l)ZC39,289ClS^j#^H5) 0.5 A 1, (20 pro!/ 
/f l)ZG9,29OCS50#^-:4«) 0.5 /f l v RT/Taq*? y * y - fg^ft0.4 /( ~U RNase-free& 

10 ^RNACIOO ng/^D 1.0 ^ 1 0 #(Ui, 2fc<0<fc? Kffofc: 50^30^ l^M 
^^T94t;T30?K 58<eT*30fK 72<C -C6O0>* ^ ;W ^^M&^mv? 
fr«#:ft«To PCRE,i^S^tf.»8-10 /f 1 *• . 2%T # D - x f >. Zm^fc&m&& - D 
- * ^n^5fu*©K^tt£ 0 IE L ^ t M£ tfNAi^ J: Kflflj ? ft 

fc: ^2B §»H^t:a''t^^> K2) 5 ;ff£LT W~<, £s7B I <7>3Stf*<0 ? *><7>2'.:>ii3l 
i/vt>P4-4c, -?-tf>±, SS'B 3<7>3&%<Dm*t±£1l;l~m^>"y Ffr±Ufc 0 ^100 @ 10 

„ i*J.6«S*^6, IBD, UC, jj J: CFCDfc PjlT* (slt"WJt>4S©M 

it*Cfc*K S*, fflJt-^^oJ:^KX3T<tLK: 0= KfcU 1 = tM"^&^ 
> 2 = &iw^> h\ 3 = ^C^V>;0 Ko 
[ 0 3 7 4 ] 
it 1 6) 
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2 




2 


*it|Ef&*10HU 


2 



20 



30 



[ 0 3 7 5] 

S & M26 hzcytorU/hCRF2-iV-N.f - P r aftfrfEfej-& fc*^)ff » 

fr&S hzcytor WHCRF2-^ ^ o - s * * Ifefti" * *ffl £W $ L fc o >I it 
, hzcytorll(S5iJ^-^:47)«aig&nK^^ ^£l0Gy l<Fc4XE?iJff-t :64)«m«St::, c * 
^^G1u-Clu^^d5?y^^:60)Tffl^L, 4> ^ -7? f±, CRF2-4(K?!|#^ :48)^au&n K « 
jt >f > £ FoHc , C*SSS<oHis^^(E5i#-^:6U-CBa'&S-e:^o d ri^hzcytorll 
43 J; L> hCRF2-4T - A <7) H * K ft U ST 5 7 £ £ 4 £ Gly-Ser* ^ - * - (ffi 51) # ^ = 49) 

4- s it-.-' mmm & t fc<i*n*s« t « m Kftstfco s *> u , fn>t- 

> ^0 ISf Ulii * Fc K > > t C*J§ 9 if b <r> m K M ttH^m i' ft S t T , ? ^ it ?3E 61) * 
[ 0 3 7 6] 

A7C - S#^hzcytorlVFc4-CEE^#(-o^^ i 7>^ hzcytorll - |J j ;t . F( 4 
U gfc & ? it fc: F hzcytorll (hzcytorll/lgG) ^ ^ £ f ■ - ^ ^ - frb , 5 ' 3^ S U EcoRI^ij 
iSii J: ^J'^MBamHISJISW^n^iiSSh^iift * «J =rZC39335Cffi?U#^:50>j3 J: 
/ZC3^34(£t-iu " :5Jjr^. = . J: t 'Sr^fr T-CPCWSia Lfc : 94*C^60#\ 57*CT6 so 
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(100> JP 2006-508023 A 2006.3.9 

0#\ &£T?72tX-12Qj&*25-*t4 £ % CPfc 72*C^v^ 0 PCRgftti, QIAqirick PCRf| 

t! * v h (Q_iagen)£ S ^ TfiS? L . EcoRIfc J; ?/BamHICBoerhinger-f*tennheim)T^^ L , 
M mm C £ <3 # m I . QIAquI ck JA a * N (Qiagen) £ ffl ^ T f g& L ti e hzcytorll 
EcoRI/fcanMi^i, ^ £>Ecoftl£i J: tfBattiHlT^fc LT £pZP-9 hzcytor7/Fc4-TCS-CE 
EUjUS L£ 0 * - li, hzcytor7(f;ii#^ £5,945,511-3 g&^CEE? 

^ (15 »^ : 59) ? Fc4(|g flj ^ : 64)(I H £ § ft T is '9 , EcoRI & j: BamHI-? Mft + & fc 
, hzcytorr- i u ' _ , ■ ■ & v -ft T , hzcytorll^ # pT £ t * * „ £ ft ti iig 
ife^^SjaSSI&OmnfprTep)* jE L^M X <f> EcoRI/BaitiHI^ X |8f ,H" £ o ^ T * ? *) - -V 

ft l o hzcytorll/Fc4-CEE£!fc & ** 'J ^ 7"^ Ktf> # V ^ -f-f Y Si , WM # : 62 K m £ io 

[ 0 3 7 7] 

^Tn-fi#^hCRF2-4,Tc^-cHISaj9'^«l6^A*x hCRF2-4^*BUfi,n^fl-}i, pZP-9 C 
RF^ P, , * >,» ^ZC39 , 315(gS?0 : 52) £ X tfZC39 , 325 (ffi51J #-!^ : 53) ffl n , ^CO J: 0 4 
MTt PCfttf L A : WC?6Q!B\ 57V?W&\ is <t 072t ? 120B? £ 30* ^ ^ ; 4 
(J 72*0 Tvfro PCRM ft £ ± i£ (7> J: ? K ?| » t , * ft s * & EcoRI & X CFBanHlT-fg ft L 0 

^>ft/c: 0.101 kB^)EcoRI/EcoRI^H-45 JttKO-574 kB^EcoRI/BamHIi 1 ,^,, 0.574CkB)^Eco 
RI/BatrHI^f fi- ti , ^ «;> EcoRI^ J: BaraHI 1 L T i3 w £z'<??- pHZ-1 DRVFc4-TCS-<H 
ISnafefg L fc« ii, hDR-laosffflg^gliS-^C-HISf r CBB?0 :6UTFc4t:ft 

^^ftTI^, EcoRIJ3J:CFBamHrtffi<t:T-&<t> hDR-lco«^E£?5 5 ^ l? ISt^ftT , hCR 
F2-40!)111ft^Wfi6i *?4o S^ftfcJlilS*JO^*llllift0rlnrfprep>*jE L ^ * -f X EcoR 
I/BamHIjf A IffrC^tx* 'J-»^?U BI14 t4ofc ^* ft Om ni prep) * EcoRI 
•SfftU K**|KLAo CfiOEcoRI-cM-fbLVc^SIIII^Cniim 

pr^p)U0.101 kBojEajRI/EcoRIBfM-'S'itttt, Kpnl/Ndel|f|fig.i^ j fkl^ i J? ^ WXWH'W^ 

JHJ ^SeK ^ tt T , PCRRl^cOlE^ltei.: o ^ 1_ ^ <> hzcy torlVFc4-CEEft V 

^ K<?>#V^7^ KSSlHi, :62^*$ ft T^& 0 

[ 0 3 7 S] 

hzcytorll/Fc4-cEEi5 i CfhCRR-^/Fc-^-cHIS^ ft ^Pftft) 16 A gt , ft IS^S 3rj 
K ^ o "C , Lipofectamine CCibco/URL)^ m v»T BHK-570(ATCC#^-CRL-10314)^&^ [rJb* 

Sigma, St. Louis, MCOJg £0*0.5 mg/ml G418(0ibco/BRL)^^^#^mEf^ i- 5% FBS (Gib 

mg^ml G41S^ ^ 10H W -SIR L k: 0 

[ 0 3 7 9] 
^ai^27 zcytorlVCRF2-4^f- P 

^*±fSOzcytorlVCRF2-4-\ -f u ~ S# ^0.2 „ ■g<7> 7 f > ? - 5' a L T iftii L . 0. 
02?^ (w/v)T v-fb^- b V 7 A ££jq Lit:* i «^^±1W ^l^^>fc h 10-20 ml^Poros Pro 
tein A 50* y A k EM^ID L A o Siilll^ * 9 A * PBSr&& L , U ?t ? > ^* ^ H * 4S 

0.1 m^v ->y pH 3.o^^ms*fco ^>''^M^^^i§mi®^^pH 7.2tca^ u vhso 

Stirred Cell Membrane (t1i11ipore)^^^T80 ml^'M^^M Ltz<> 
[ 0 3 S 0 ] 

/nf-f >A^j 9 i*£*&?>3|ffij£80 ml^318 ml^'l:(??Superdex 200 HiLoad 26/60^ 7 
A (Pharmacia) KjStllLfco * 5 ^>l7>& ! 9 3 ralaoPBS pH 7 .2vfafo£ ^fco 9 > 
*gfr£trH5ffr7'-n'LT, SI^S:i< t^„ Superdex 200b^«7°- )Wfcfr, @© 
aOS'ftt h y A<Nan)ij J;y«>f 5 ? V- v*T0.5 M NaCl, 10 r*W 5, ^y*-,M.l 

2A 7 A^fiCGOT200 tiil^S^NiMTA* 9 A (Qiagen)<-;^-(in Lfc 0 >/^M ii, * 

■?AfrPBSj£i§H.fcf£, 5^ftSll<?>f ^ ^'/-JW: 40irtl 100 150 nW, 250 1*1. 500 so 
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(101> JP 2006-508023 A 2006.3.9 

\N30 Stirred Cell Membrane (Rillipore)£Jm^T50 ml^iftfiiLfto NiWTATj 9 i^6<7> 
fgttiSSO mlfcBlS ml^S^Superdex 200 Hi Load 26/60^ y A (Pharmacia) i'-ii^Q I fto 
i}?Afr£>lfr&i: n 3 ml^PBS P H 7.2^i§£±S £ -£ft<> SEC t^LS 1 ? 

^>/-t^S*^trSS-*-/-JH,r. M&£4< Lft 0 
[0 3 S 1 ] 

» £ H ft * >- S t N*»fi?|| iS Seft, ? ? ^ J: CKSE^ttLSft K J: i) & 

-Iff L ft<> ffi-fr&*rl4i3 J: tfi^fiMlSrSi^ L ft<> 
[ 0 3 S 2 ] w 
^ g| 28 Alamr B1 ueflj jj ?flij & 'C BaF3/CRF2-4/zcyl:orllJ[fl Ifafr ffi ^ L- ft CRF2-4/Zcrtorl 
1-Fc4 fefe ^ Zcytorl6-Fc4fet£ ^Jfcgg 
*M4H*Kffia^GaF3/CRF2-4/zcytorllSaj&4:^E5t? ^> PBST2@ft& 

> t, 3H I OJt-L^fT^. 5££J#t£(RPMI 1640, 10% F6S, 1% GlufcaMA 

t ffcf * ) ffjgft £ >£ft 0 « ti , AlgJ6* ffl 1* jl & ft 1) .£1-100 A 1 * 

, 1"7 ;u * ft ») *S8&5000f@ i L T96-^ ^ l-7l>^ L ft 0 

[ 0 3 8 3] 

IL-HF* > ^ ^ K CS50 « : 3) * fnIL-3^ #g % ^ 200 pg/ml U # )|K L ft „ T'U-hOM 
±MK, Zcrtorl6-Fc4ja^f >/^lC^^^*^J2m^)*mIL-3^^/IL-TIFif JiTl ^ 2° 
g/ml K t > %}xfrh%V^ >V izgmim fi 1 *5Tf <t i tLT, 96-? tfr/V-K!) 

lfeillfe#*200 ^1*. IL-TIROj^ftS^^x/P-ClOO pg/ml, J: tfZtytortfi-Fc^ft 
$^£&1, 0.5, 0.25, 0.125, 0.063, 0.31, 0.016, fcjrimOOS /( g/fflfc Lft s /V 
- K(D*±5!JK, CRF2- 4/zcytorll-Fc41-raIL-3^-g7IL-TIFJ^il f8 ^9/mlU^fiL, * 
iJVK§*U» ^l^f J: n K IT, 96-^ * * y )> - h *>75iJt:Ttl 
#fll^itlStt££**WLfto CHKiffllfelOO ul^mWLX, ^TliJ^#S200 

M 1 1 , IL-TIF<0».fcft* £ > 7 x JU f 100 pg/ml, & I r/CRF2-4/zcytorll-Fc4«£?-jl@t 
&8, 4, 2, 1, 0.5, 0.25, 0.12543^0.063 ^g/tafli Lfto fftUg^W h£37t;, 5% 
G0 2 tMBK-i' y-^-A^- h U 'SrWBt&'t? , Alamar Blue (Accused, Chicago, IL)£1»7 30 
jt^*fclj20 /f lT?JgjtiIiLfto 3713, 5% CO, Tl6E#F^ ^ >^a^-M 

r: 0 Alamar Blue^J: 19 , ±J»l!l&SctcS^jt^Tfcg*ftil.*^e>*U (loTlt^i 
&#Lt:t&!mm&m.1£ti&fc2ilZ<> 71s- hit* M53O0gjifa)#3j:y f 59OC^)T, Wa 
llac Victor. 2 1420 Multi label Counter<Wallac, Turku, Finland)^ TiMS t^o 
ffl* ih , Zcytorl6-Fc^l ia^, BaF3/CRF2-^l/zcytorll^^ ?t f * IL-TIFcf) fiS tt ffl » » ^ 
4 ffl i fe^ W ffi #^ ? ft o CRF2-4/zcy torll-Fc4iC J: i) , IL-TIFsO fot^^lS^ 
*M^o IL-TIFM^iJ, fflB&*/?-y ^^7-7> KUJt^Tl3^aifltL^» Zcytorl6{i, 
iSjg£0-025~l /f g, / ml ^,l6Dlf5||*^^^ia#L., 8 ng/mlK^S f, «9 ^^SjgT^ 

U IS* t 0 CRF2-4/zcytorll-Fc4;i nf- , ft $8 ^ fl^l'^?!* K 
RB#1- ^ , 0. 125-4 « g/ral -ci| Jfi* ^7>W L , HM&63 ng/ml T }i « 

[0 3 S 4 ] 

a. ?»7^j 7 -y ^tin§^(aA)^ ^> 

lOiSti. ^vODBA. D -' r > x <3ackson Labs) £ , 1?¥ ab ft Si 7 .x 13^ is- h -%;&3%?K ft 
ft 0 i^02lHif , aj^^yu>f > ^^Tyi;<> h-^Sa j ft?*tft> 1 mg/ml- 9 I- 
'HI^^9-^>'«itChondrex > Rednoid, W\) 50-100 ^1*&Tffi<tt, 3jS^f^<7>^ 
OSgiC, i^ftjfe^, *S^J»fl'ftn' J pC5igna, St. Louis, fc*0)*-^250 l( g/m\t LXM 
ML ft, ^.SfSCE. coli)aiJ.J.:B-i±-LPS^100 ^1(25 ^gJftftLfto Zcytorl6fi:, £0 » 
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(1£B> JP 20O6-5OSO23 A 2006.3.9 

BB^&a^sBHit^H, iauo#3H, fgj^fifejsi lt&^l* 0 mwmu, 

Ifijfi*' ori^^ -7'ryror!6 100j 7 :.;ttl0 »g£^t, 3ti<£>^{±, ^iH^m^P 
BSCLife Technologies, Rockville, M»££it)fcc M^M:LPS^M^K15^<^&£ 

^ u h Mt> , 2- 3 3 a w I-: i,s i mm fr&fc * m i ?z 0 ^mcagrji , ft tj ^ ^ £ 

[ 0 3 S 5 ] 

, 20 1 « 39- ? y &^<o&&<rM&&&%bn&& fcco?*.^**^ Lii=S: 

j| b is. & r> ^ § Ji , jfesi s^S li^l:^ (■■: , - fe ■ c Lt ^ fl^I.ft <r> ? S & ;i £ 
[0 3 S 6] 

OtS*i-.-t* I -C , *4o N»*>**U AH**, 4;!: £JE»S>H3. ^ 

TSU^?*LTi/i4 c 30 
[0 3 S 7] 
R ift* ? T : 

0 = IE ft 

0.5--cit ii £ J§ a*W# , t »• tdfeSE* feiLT ^ & <0 ti JlJg<D A 

1 = (IE**) K fflt§ Kfco&fc, l^fif^Cfifl^^Mt^^tf 

tr 

[ 0 3 8 S] 

#;mo^^!i, -«fc Giis L T 2 a H & * 2t fcii-S-ilW±K5^.»#tt3*l&, 40 
[0 3 S 9] 

^^^-C^eS-e-C-SOCKfifff Lit* JifeaO RNA^-tt <Dtz£>-. ^.S|V2, ^|fl/2, M 

P1S£' lfil/2, BT^lo is i: CF^^^ 6 RNA* ^ ! r £ 7 ^ *H= L L\ 

«V2, Iip^lI'K-'/^]]l/2, St»)<?)lSf(i v j3iCR&W4:3flK NBFM@ftLAo 
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(103> JP 20O6-5OSO23 A 2006.3.9 

[ 0 3 9 0] 

zcytorl6* £ i t T ^ & mfW Tii ^ £ © sO^-Ie J: U* iSff «*t ^ A ?i> 4> L 
, «36(4S*?>*L4!fi-"5fco zcytorl6{^ * 

mat* l< lie**. * a i-A«u^s * i- §J ft ^ * * tz h*zt%<. &m * $ ^ ^ -£ & - 

[ 0 3 9 1 ] 

B. -7 7. CIA^e f JV Ufe(tatJ7-y^ ELISAf*- ? 10 

if^S(^OB)U^LTSO, 7, 14, 21* J: 0=280^1 SIR ELISA^KJ:^ jfil*=5t** 

£zcytorl6M<0^ii, 100 M g£ fclilO ^.tS¥ cii, PBSj^BB f: Jt^TSlt^U 
^ttNi&^oAo Tie!-*, t^7-r>ELISA^77£&j:^W^^T&& 1 > 
[ 0 3 9 2] 

fit 3 ? - y >- ELJSA^M^ L A tftM H . fctexisorp96-7 ^•-^^n^^-.T'P- 
hCNUMC, Rochester, MO, ~=h* y 112 37~^> (Chondnex , Redmond, WAX Super Bloc 
KPierce , Rockf ord , ID, gg ft. 7 if ^ )V * * -> ^ -t* (HRP)g-& -V ^ 7 * IgG+A^KH 
■+L)(Zymed, South San Francisco, CA)j3 J: 0*0-7 jl - V > v T ?, >~fflg&&&% (Pierce 20 
, RockfordJD^ofeo ^SJ^ttffl Lfc«fl(r*ii, ELISA BftiRJflttWifcCPBS + 0. 1 
% BSA + 0.05% Tween (Sigma, St, Louis, M0)X ELISA CftjftfflAifjftCFBS + 0.05% Twe 
en)* J: CFNwoORftffl «ffi*<0.063 j. y ®^ h '? 7 A , 0,037 M? ^ iiBHfc* 
f 7K (Sigma)& h 1 f^^(WR,Tukwi11a, WOT* o A 0 
[ 0 3 9 3] 

igfflia i;j3NSmJ5J:-tl0O u limmS-^tCBecton l) k k i n*on) i ; •>' > ? '17 L r.: -> m 
»**tG-3*. I6,000xg, 4~6C)KJ: ijjSRU 59 k #f?n**T-20tKlf.ff L?t s 
f^7-f> igGftttfe£ * ilSel - & A *X 10 p g/mL^ * > im n v - ^ > (Chondrex , R 
edmond *ft>f NUNCv* l-<7)^ffi£||V^ 4t^"C— B&-f ^j--^- I- LA 0 7*W J-^ELI 
SA C3r?ft&U Super Block(Pierce. Rockford. ID c 7" d y * > 1 ^ "(5 vh Svl) L , EL 30 
ISA QfcTifc&Lfco .^L?t:iimK#(5xELISA B^T">000^- 625,000^ ti.fiffR) 4: ELIS 
A7 - f- Eita L . 7" I-- - f- t c— Bffi f : :i ■ 1- L i . • : • ; : 3 
>- ! fe> '/I- r f CLISA C«-ca^l - -;M ^vf-i;^-v^ ^, . ^.agC Fc^#(Zy 
tfled, ELISA B^T200Qfg^f?)^^jf)Bt^o 7*1-- Nt>f 90£)U E 

LISA Q^^^-Kt^#L, H^VyyT^ >ritMi^^(NovoD 10 rrtL ^ OFO 1 
« + 10 /f 1 ■!■ iO (/ L, Pierce)* ^v^T, HRPf£1*K * ^£?*£ 0 .^^ 

iil MSSKTl?ih$^o 25,000b#^<^ Afffgt#«)ffl^^W*SI^ <i > Spectra HW 

190*^ i^f, 490 nmTll^ 0 7= - 9 Sof-tfctex Prov 7 h 7 ^ TOIolecular Devices 
tit, Palo Alto, CA)tfflv^TSMfrtJt s 

[ 0 3 9 4 ] 4S 

C. ^ 7 7, CIA^e 7" JV U 1 1 <> IL-6* X q-'SAA^-tfr 

^09<?)M»iS#tA, LPS 25 ^9^>Mi*1^^^4e#F^^(.lCIA-7 7 7,CJtlfi40^Splj29 
A)^fjfc^L ^ 0 Biosource International (Camarillo, CA)*-f,S A LA rUK^ELISA* 
7 htci:^, M®7C<0«ffliaW^oT, ^fl-^IL-eiiJltfM^T^ KA(SAA)iit 

[ 0 3 9 5] 

zcytorl6 100 /f g. zcytorl6 10 « gjg J: DTBS^j,: % t> L. ? : : v 7 7.i£T\ IL-6^*;i 
■?:*J.-S- H Jt, 9651 ± 1563 pg/ral, 10 f 865 ± 1478 pg/ralj5 J: 0=15,006 ± 2,099 pg/mlT 
zcytorl6^Sl00 « q)l ZhZilt: CIAv 9 ?. IL-6^ - : ,. PBSt; ^ ,• ■> : .: jl 
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, M*i£S%T?ffg I (ABACUS Concepts^, Berkeley, CA) 0 
[ 0 3 9 6] 

*P>U, zcytorl6 100 ^ g, zcytorl6 10 ; , gis J: tfPBSft ,BB# (- £ (, fc*? -7*1?-^ 
SMjfcg-tf-Hl^H, 381 ± 40 a gfr\ 348 ± 37 „ fltfiljs jt ± 50 tt g/n\v$> 

o£ 0 zcytorl6fflM10 ^ gK £ xft ©SAAJiJtJi PBS^Mv ^ * i jfc^T 

. p = 0.0257.t * (■) ;f iHf^o fc 0 7 f - v * - PLSD* fli * 

MM^Ttfmt: (ABACUS Concepts^ Berkeley, CA) B 
[ 0 3 9 7] 

^ Mi ffj 30 DSS-v- ^7^7 E i3 it & IL-TIF^ Zcytorllco ^ 3j 
fel-^-PCRisM^, DSSK J: -7 x(^j3Slf!l25)OfsB§(- ^tt-a^ v Xzcytorll io 

(ODSSSii--- AWJtfeffiMD 4^ L t^o RT-PCRgSi. Applied Biosystems 7700 Taenia 
ntc Jt & Jt tf*^ 91 * ffl v » T fr o A « US £ £ H x. f * , Appl i ed B1 osystems?7 -f K 
y i yi'-Vt^ TPrinier Express] y 7f'7x7^ftfflLt, *7 7 X zcytorllg^y Kjt*T& 
'7*7 ^v- <ZC39776Q£?nj = 54)43 jt ^2C39777(K?lj#^ :55))^ Jt OT^/T^RAjfitTaq 
Man7'D-7*<ZC38752CgE3?iJ^:56))*gItLj5: 0 RNA 25 ng£, PE/Applied Biosystems 
TacfMan EZ RT-PCR CbreKSlfc £ tf'KafS^ ^7 >f v- £ Jt ^/n - t*£ k t ft Kit 
TfcfciSJULfco rrr-PCR^loi-i, J^T^ftT, =&Tifo^: 50CT*2tK 60^30^, 9 
S-CT-Sfr; 94t ^20#& J: t/GOV .1 g- £• 4W f 7 > ( 0 mi J %*BL%\<f>fr : r%tW 7 xzcy 
torll RNA|£ ^ £ & / » |i ¥ S H tfc Ia L T . SIS? £ , £ & & A ^ v S X zcytorll^ 20 
LTftfttJtc *#*J&7*-*ia^ ^'7*zcytorll<^Mii, Ifcw^v 

f u ^Ltn « i t 9& # *l & o 



-'mi-' A^ ^'l- 



Wi-:fia\ 6r^^^Balb/c(CRL)^"7X|^ Sbe g PBSjl L ?t LPS(Sigma) 25 
AfgfcggB&fiaPyEStLfco mmf^ii, 0, 1, 4, 8, 16, 2< 48^ J: ^72^^-??^^^ 

Lie IL-lb. TNFa, IL-lOjg J; LKjtarf T ^ u 4 FA^ > ICSAA)^*^!*, Bios 

ource International (Caraarillo, CA)»-.^»A LfcTUE^HISMF 7 fSrH^'tiieLc 



g/»li:4-3C, LPSftSti-.^^nan. IL-6, IL-Obfe J: 0*IL-lC«i-?-*L-?-*Jl, 6,100 pg/m 
1 x 299 pg/ml ii J; V 229 pg/ml T * o ?t e lit * SO SAAftJg :A , LFS^It^ 1 h 4B# ^ ^ S V il 
0.40S mg/mli 4>oi a M*?)SMai,«i±, LPSftS*-.t,24B$rSja* ^3.9 mg/mlSc L 
^*t/^J5 s , jmm^(^SAAiigs 5 l-2 !rg/ml^^A,^ t , SAAt ^jM^flfejj'i: S ft 

^©jts*D-%, IL-TIFC^^01J31B)(7>(i»-tC, SiSSftf-f i^^f JVC 

*^i7 ^4: ? tu, ,:: k tW>*kZ it fc* i^T, BLT^>»^ lifts0i*ll|ftm^^LPS^ 



[ 0 3 9 S] 




[ 0 3 9 9] 



[0 4 0 0] 
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(105> JP 2005-508023 A 2006.3.9 

[ 0 4 0 1 ] 

1@*tf>if%S^Mi±, 72b#w$>^8$>hk H-SffipKaaSgst *tjtMItji^&f-J: t) 
M £ ilfco ^ ^ X^MtiLPS&lta^Wft, 37.0710 - 34.98'CU , #7^21? 4 

[0 4 0 2] 

LPS^St<7)30S-ilrHzcyt3orl6-Fqa&f >/^f]l)0 , ( g* £*Tt& t . 4s# ^ & J: CKSfl* 
|Bj«^^SA^*^5CKj;^t<flfcT-r*^ zcytorl^Fc 10 ^g^i^t^Sii 
TNF- rt J3 Jt yfIL-6iR^<0*si^trtS*f>4i5rV> o Zcytorl6-Fc£ 
1B#H«6?/SC7\ flf££*S»i£&a*S4-l.x: 0 zcytorl6-Fc<7>&^ IC J: ft , SAAlfiS 
(I is it 4 zcytorlSi&1£ £ M#Hb^ $iirc 0 
[ 0 4 0 3] 

B, A1 aw Bl udgjja ffil ^BaF3/CRF2^V ; zcytorUM^ . ffi L ti LPSt^ J: £ m jfe 

^^laSmet( 7 >BaB/CRF2-4/zcytorH^^^) v ta PBS^20&?#. LTnIL-3<?p£ 

££tft^i L-, -Hi 73^30 i^^L^-tfv^, ^MCRPMI 1640, 10% FBS, 3SS GlutaMA 
X, X36tf )l h V 7 A ), ffi t(nIL-3^AoT^^^^^mr#, rmlL-^^itjUiJ 

m v», 1$ ^ '9 ioo a i * , i^ i * i) «5ooog t lt 96-7 * 

k t 4 >?U: 0 
[ 0 4 0 4 ] 

±I^*^ W 31At..:ieit(OS^J: h f# r- LPSU J: £ fi^t ifo^ 7 x « * , /l— h 
0*±fUK, mIL-S^^mT2%Sc^^L, * ,'W^iriOO , ( 1* 3** J: * K 

K#fflflfel00 /f l£«LT. ^iJH5e#*20O jtfa?f 0.5%, 0.25%, O.l 

25%, 0.O63&, 0.031%, 0.016S4, & £ CFO.Ol^i !_,£<> DjeSn— h*37XJ, 556 CO, TM 

i y^f-jL^— h t, 'C-^S#, I ^"C\ Alamar Blue (Accumed, Chicago, IL)1'1>7 ^ & 
fz *} 20 tt l-cifitBLfc* Aiamar Blueii J: ij , &JMftafcS^A£:fcSE*W 

JtO*590C5&jfe)T?. Wallac Victor 2 1420 Hul til abei CounterOfeliac, Turku, Finland) 

[ 0 4 0 5] 

$Hft»'-^, Of^flfl, 8R$f^, fei WeSM©^"? a'-; ? ^ K • I^JVfc 

j@X i igBS<04tf jg jffl - 10f£ 1- g x & JStP*^ £ ftfc i i: »^ , IL-TIFs 5 £ *L t~ 
[ 0 4 0 6] 

C. LP5K J: & ptj^SjMfiK^ X * r- : zcvtorlfrp ^ * fr iHl T & ^Kfe 
ytor«-i'^ K "J T stJS* L it 0 ^T«Pt# 1 IL-TIF^ X 0 : mWM * 3E*«SESS[^ o 
TNFa Uol^T a? V - ^ V 7 L , 4l$KlW6it«*IL-6t;oi^T^#r Lfc)o ISfeltTU« 

[ 0 4 0 7] 

B1/^^>7^(CRL)72^U, TSE^^17HSEKS*i.*a»? , zcytorl6t SgJIP^a tfc 
0 ^BB'v t> -X !iC57B1/6CCRL)i L fco 
[ 0 4 0 S] 

PS(Si^a) 25 , f , 1.1 . Jh f L r 0 tf^^ ^ rJ * £ Tf^ 3?17U£i 
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[0 4 0 9] 

(Si 7) 



4IT 
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S 




ftr.IPft423Hg 


1 IMtRB 


iaipFi>: UTftit. 
CBC ma** 




8 


10ftgzcyterl6IP 
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(in*. 1 : irJHi. 
CBC/fl'/m& 






200^! PBS CP 


ttf.:IPtt'/25jig 


i B.vias 


ifciS.*: i- 

CBC !11'J>ii':iW 




S 




SftSS{ttt/j».-.j30yJ 

ttl-IPtt'jHHg 


4 


nil.irt ? : l, c »?i 
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8 






4 mm 
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F 


S 
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CBC ffltf'jfiLf* 


0 


8 


100MS 7Xyloil6 W 


^Hitxs/i.r;,^)::.; 


gS.j ; lfiJ 


CBC W^imi* 


H 


S 


lOfig zcyt«xI6 IP 




S EM pi 


CBC JTI^Mtli 


J 


s 


200tU PBS IP 


ftk:lPtt r j-25jit 




ii • i . i, Xytir 
CBC ffl«A.*# 


K 


5 






LPS* 


ira.,^. 1 : l,r';>it 
CBC .'fK'nii.H: 



10 



30 



[0410] 

P. Zcytorl6/Fc4;i f > ^fC^a^Ml * : LP5H 1 & fl« sm ^ f jj, 
?LPSK J: U r 4- A 1. ^ -AWtQ ^zeytorl^Fc4feMt.: jt t? IS*? ft & d ^ £^#SM ELI5 
Al 

. I |2 * ..'l.l^nJji.v £tt&J: - LPb^J > J n W-„, ; : -' 7 : CZcytorlo 
[0411] 

use SAA Immunoassay Kit (BioSource International, California)£*£j ^Tfro fco 4e# 
mvmfcX-li, Zcytorl6 100 ^ g£ £ filO ^ g-C&H Lfc^ * ~- H , v t it 

■<TSMm:>?>mmmm% . mt&m *a *4> * * l £ . w^pt^t, 100 /( 

gML £ - v '7 X ti , PBS&ft^ '7 * i: it ^ T SAA^jt ©a fr* M 84- * * t & 
[0 4 12] 

=. k: >2 FlaqTBXzCytorlG?) j £j ■ j. g W JV 50 
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(107) JP 2006-508023 A 2006.3.9 

* * - pzBV37L:ecrtNF(tbx)sCytorl61-=S:It^^p^ LT , MfflK TFlagTBXzCy 
torl6tf i j ^ ^ ^ K * Hll £ * A o 
[0413] 

? * - pzBV37L : egtNF(tbx) sCytorl6£ gg>g|- I T , ±^6T 
WffflS£i3 Jt <7)®t^»gPffi^±ffiHH*anagx t> I- - 7*^ &zCy tor 16* ij 

F*£Si*-£fco :©3^xh7? rfcftfflLT, ->^JV^y^ K^^jtff^U, 
BTi&i4S#ftffi5UC»i-C±flt**g*^n-b ? ->^g&l£4:# + ;&flag* (tagged) zCyt 

[0414] is 
A. pzBV37LegtNF(tbx)sCytorl66D#^ 

5' Ji i ■* *i^*i.BspeIj3 £ CW(baIii||S3E-e; ££ti\ 698 bpwFlagTBXzCytorlC 

^ -7-ZC40, 940(1^1 :57)& J: eFZt'lO.MKffi^Jt # :58)££- ■? r> > FTfSffl L , 7" 
7^7- ZC40942(gg ?0 : 559) #3 jt 0? ZC40 , 943(§B?y # ^ : 58) * % - 5 ^ > F T<f£ ffl L 

0 Ifs- 7 '7 > F«FCRcoi§^ E&jkftlt&vm*) t Lfc: ^SlOO A k)gtt4: Expand H 
igh Fideli ty PCR System (Goerhinger Mannheim)^ j^ffi I , 94tFC2£-£l+M ^ )V; 94 
tFCl5f}\ 50t)T3O#\ J: ^72^^60^*35+)-. 72^T*5fr*U>M ;v; ^(Df* 
4Cfc»8t« ^-7>7> f«^^iH^(K NuS1evey#Q*- 70K £ 
*>!!]■ tlMfc L iE 1 .-/>PCR^ ;'..•/••'.• ,V ^ , . F gj i 1 7 £ > F 20 

?M:mK>\ %~y?y K^PCRtffo^ *rE(tfl>*#Ji, 

1 LA 0 » - 5 ^ > K<0PCRJEM5 /( 1* y *mfti*l!f 0* NuSiever # d - * 5 ii J: I) HT 
Ml** <J(i, S*rc^fl^ift8»U£oTQ1agen PCRffiK+y 
*>ffi».L.. &30 /f lKffitoL)t:» C cDNA£ #S 35 « Bspel& J: i^XbaI(New Englan 
dBiolabs, Beverly, W)t37i:i:TaSi5:»»»©*tttI^t}Btt)!:o ffi-ftLfcPCR 

Kfi, l*T#a-xTAEr>P + S'ai)S*T, 9J»)tilL, QIAquickCjSffi) Gel 
Extraction Kit (Qiagen, f> $ u ^#-f-28704)^ffl^Tffli^ L, &3G /( "iKjgflb LA » $ 
-ft L A Flag7BXzCytorl6 PCRMlD * * - pZBV37U>MCSK , Bspel j3 Jt tfXbalgftfc j£» 
LAo pZBV37L-N ^ F - & v pFastGacl(^i-ti) (Life Technologies)2|^^^ ^ - (7>^^SJ 
T& IJ , pFastBaclw ** 'J ^ F n > . f D * - * - % $ £ L T , &$ifrl*-f btt 2fc'l4 F F ^ 30 
7f7'u^-?- (Basic Protein Promoter) J: o 5 MCS±sl£tf> KTM - y- -y $ -f }\> h 
? H T ^ * c IS® ffi-ft L FlagTBXzCytorl6^) PCRftf ^5 ^ 1 J3 I (in * pZBV3 

7^ V V3 ^11-2 mm^> ?7'Oil'^ ^n#p--/g y . KBTX f 

* r* )W#^620)<r,4 jjv-^ 400 n > 2 V,'; i C^25 a Ff)x V F^i-yj > ^ . 
□ectd4AX(^#) DH12s(^#)|ffll^(Life Technologies, * * n ^#-^18312-017) 50 « 1 
U03l45»L£o ©Se^fflB&*S0C^S!!(2a; Bacto Tryptone, 0.5% Bacto Yeast Extrac 
t, 10 ml Hi NaC , 1. 5 mU KG , 10 rafel MgG, , 10 mfcl fctgS0 4 j: ^20 tto? H> :j - ^ ) 350 
^lKS^LT, 37 , C^l^rait?S?^^^ W)iJ50^1*, 100 ^g/ralryfe;'-/') 

>7 o- >C>DMA 25 ng^DH10Bac(^fi)to Efficiency(^^^ii>n > > h^fe(aB00 
-BRL A f n ^-§#10361-012) 100 Jc, 4213 <F)\L- F'?u ,v 4^>Htf>'tt- T- 

v a 7 #-U«fc«)^*4E»Ljt 0 fe^LcDH10Bac(iaiSE)4a]i&Sr50aff Jfe(2% Bacto Tryp 
tone, 0.5% Bacto Yeast Extract, 10 ml 1M NaCl, 1.5 f*1 KG, 10 mM f^G, , 10 nM Mg 
S0 a ^iO : 20 rtl^jV^-^) 900 ^l^mi-T, 37lC^l^^JfSI^^, 100 ^1^, 50 
fiQ/m\f} tv^ 7 w g/mir>^ 7^y>, 10 a 01f ^'J^, 40 « g/mL 

IPTCJ3 J: #200 A g/mL Bluo Ga1t#*-T* ^ V "7ib<c(Luria Agar) 7 1 1— r ±K 7°F — 
T i "y y L to T'U- h*37f-T48B*H>f ^i'^- h LAo * 5 - * V ^ v s ^ Cfeii 
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(108> JP 2006-508023 A 2006.3.9 

o fe^a-fe-e* o 3 d c, PCRgfc J: i? 3 D-~*SMfr L 

"t& "7° 7 -f £Jt 19 DMA^li^il-^ d t ^ n - ^ * iE L^^? SOW ASfH-Kov 
T7> ? ■) - - y ? L fc. PCHg(fcw*#li, ijtLit: frit- i ? ju ; 94 

<c t » . scm -c w . & i miv, t i2o# * 25* 4 7 *> \ m t s# * 1* 4 7 & ; 

ft, ^tf.il 0 PCRM^^l^T^D^^^JVi^KtT, jfAlf^l-X^K/^ IE 

* 5 KDNA£lgffi LT-, Spodoptera Frugiperda (Sf9>^|^[c N 9 > X 7 ^ # 1- Lit* 
[0415] w 

sf9^sa^e-'7 * t> - n:i7i t 19 mix MffltLTSi, 27r -eiim rag 

#3tffc<> ^ ? , KDNA fa r > /f g£ Sf-900 II SRJ (Life Technologies) 100 «1^.#^L 
r* 0 LipofectamineCji^) Reagent (Life Technologies, o 7 1^18324-012) 20 u 
1* Sf-900 II SFM 100 /f 1 £^MR L A o /< * 5 KDNAt 91 h , ,« : S> ft K U*£X , S 
fiTMSfrWH' ^^^H/: c Sf-900 II SFM 800 A 1 £ J| f|-DNA^ ^S? [ ~ Jjfl £ 9 
■x ^ #- f>if Hi* I L , DMA-SI f ml *iffl8&.t* « L £ 0 Mfe £ 2713 T— B$-f > * 

o.->t- h Lfco DI*-||S^^*iS5| U Sf-900 II SFfcBtm 2 ml *£7>- h flfSflQ L 

>••.. /p— h^27r, Sffg^ic, & 1^70 hk "M**** 

SLA 0 20 

[0 4 16] 
C. ^ftg 

Sf9ism£^'7iJU 7^— Mcl'7 SF-900II 2 ra1t£, «ftlxltffl|£ LT 

IftV^o ^*Ch5>^7i^->a 7 • -/I— i<^#£9^f;V7jfc500 ^1*X*fC 

[0 4 17] 

r77> Ktf)«S*Blis >fc<0 <fc 0 K iB^fc : Sf9*ffljg&fr6--7 x n 7 V - ^ K. 17 * ^<fe 
, SF-900II 2 ml ^ , «lX 10* 1@ i L T j| 1 > ?t: ^ ^ > i-r_ - ^ if y u - 1- ^ t, # £ 
'7 -f JUX^lOO ^l^XitT, /i'- h tzrc, M90%-^ 1*W#H^ y + a^- 1- L 3rj 

[0 4 1 S] 

$f)(iiSS5^> K^SSLVcG^Bv^v Sf^fflfe^, «^lxl0^« 

Mlkti&i X\ 250 m^mm 77X3 U Aft* Sf-900 II SB) 50 ml^^J^M ^ 
'^•C, i^Sa^±|£(7?7°i— h frhftiz^H ^7,7, V y ral*jg53fe3*T, 27TX 

[0 4 19] 

t-&tt48B#ra, jStii-TJSJ6$*3t: & N^Flagi tf f - 7°^4f ^W'S;-^:* J 9 D - f 
[ 0 4 2 0] 

X 10 s laS^/ml i ^ * £ T-2800 ml«£S 7 77,3 H A *Ut Sf-900 II SH*£-?fiS3it ^ * 0 
[ 0 4 2 1 ] 

j: h st. 1. , T t«fSS«^*«4rttS-^L^ 

[ 0 4 2 2 ] 
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(109> JP 2005-508023 A 2006.3.9 

a. il-tifhj: h £&imm. 

v^XGM*. mffi; Jackson Labs, Bar Harbor, m%m.fr%*%>mkm 

fribK&W^ftil*:* t hBHK|ig&KJ:hj^^i*IL-HRi, d^MEE^^/Cnrini- 

£-o£S3ri3 J: t/t^tieilllt .££?U.£<, Alzet*S*«iE#y 7**2002; 
Alzaft, Palo Alto, CA)^ teg^ftTT*. * ^ 7^$,^SU?>7 •> * tf>*|^i±2 mg/mL 
, ff2<Ov9^<OlF-&ti0.2 mg/mL, £¥3<7}^ 9 &0.02 rag/mL, | fc)i5F4«*s"7 7, 

tf)*l^i±0 ft^/ftiLC^^K^*)t fr£ J: * £ij >jSa®M^&XCpH 7.0)T#^L .fclL- 

/^TlPtr^f^O.S ff Vfi ±r<i!r } ^,k -/ *r£r«.t: T 1. • «$ <, 7.C>£ 

I£A$*ffi^T*£#S£&tii-r* #l-4*-*i.-e*iK#U 24 ^ g/ Ef , 2.4 A g/S 
, 0. 24 a g/S is Jt ^0 /f g/H t * o A 0 
[0 4 2 3] 

34H||«>*T*A'Ct 7-7 f>#: /ttjl£!L«>&J*Wtt* J: 

1 cm|| * M L o i « K.DI * lO&M&^fi* * v 1; y \% L „ * * ^ ') > 0 

>t^y> TSftfe L fco - > AQ'F^M^i- Jt t) fgje ? ft fcSJt E*fcffi^* PI E K 

J: >5 , W 1 K Sim^^i £ ft * o MM* ft £ SEfWB * >b *l fz 0 JMT to m& g Sr ffl ^ , 
g&JEfl? £ G?P ^ . ^£_f£ If )40 S Jin i £ t ^ bi a 77 1* v X 7 r fi: I <Vi-%, l-#ii!l ■ 

jBKffl^&Jt ^GoolSnapTv^ 7 (Roper Scientific^ San Diego, CA)t 
DSflMtU MWltStilV? (Scion linage for Windows, v. 4.0 

2, Scionfr, Frederfck, HD)£E^TiISSel,fco 
[ 0 4 2 4 ] 

IL-T1F4-2.4, i3 J: 0=24 ^0tft4t* t > MSfcO&.i^i^ * *L* I "? ~I L 

£$:Hfco IL--TTrmi^"7^-CliRttK, St^S^j:fSLT^f; 0 

tf>ftfli± . $3 £ J: & teS^ "7 X t t*S£ £ *l ^ o ft o 
[0 4 2 5] 

S¥ T co S s*C» I? ? ^4^|«^3Ti3j: ^ I? ? ^ ^ % & iSlj C- 
[ 0 4 2 6] 

<Mi S) 

n= 

t 6 lL-TBF34fi|/B 3.0 ND 

2 6 a/nF2.4,ig/n 2.4 67.S 

3 A IL-TIF0.24f*g/E 2,2 ND 

4 4 PBS ft A 1.8 45,6 

[0 4 2 7] 

B. IL-TIFt- t , zcytorl6tf>aa= 

•7 9^ OS, C3H/HE3, 8^§ts; Jackson Labs, Bar Harbor, ME)^-^8^b^ ^ & ft 
itft s IL-TIF!i, ^JfeflSZaK^Stta Jt} 4, M?^^)±*> 7° (mini -osmotic punp)£ 
JrLjfcWfaaAKJiijK^Lfc, Alzet^^MJGE*°>-7°C* 7^^2001; Alzatt, Palo Alt 

0, cwk, fcs*#TT, ynmmm 1-2^?^ 7^ 0.22 n^/mL, ^3-4^ 
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(11G> JP 20O6-5O8O23 A 2006.3.9 

TEF^>,^f CAS601F, 0.22 irL)££A L £<> £ tlh&X V 14 H frfc o TIP* 

.5 ^B&jieW-S^UO^g/at &-;.*<> IL-TIF^g&^S^ft^T fctt L , 
>T7j*>i*£ii, J: l) C#WMHI£ii*»fc I-zeytorl6 Fc^ w^j^O.l rng 

1-30 (£1, 3, is x (f5Q i )ft jt tfc« «;*oS* K (i , IB) C-^ : :«.-KPBS)i- 

u. 

[ 0 4 2 S] 

a T-ft Lfc = 0-1 (2- 3#X (3- 2-4^&«flBI?<4- 61 ) j3 £ 

[ 0 4 2 9] 

il-tifi- 2. 5, 5, io ^ a/ a £ , $t&mm&? \^fc?-$itrz mm-^m $ k 

lt)t & t , IB * 19 IL-TIF 5 « grfell L v>> * oSftfflU^iM^ L fco 
[0 4 3 0] 

(3U 9) 





n= ■!'>-/ 


ML 


±^ 


i 


8 IL-TIF2.5fi°/H 




1.1 


2 


8 H-TIF^g/u 


zcytorl6 lOOjig (3Nz±W) 


0.8 


3 


S IL-TIF 5 «/H 




2.0 


4 


S JL-TIFSfig.-H 


7..:mot ioo/ig {30T>.fi) 


0.6 


5 


8 iL-TIF10^g/H 




2.0 


6 


8 IL-TIF 10 (ig 




L9 


7 


8 


Kfr^J.00jwL(3li5iaE«) 


0.0 


8 


s mm 


zcytorl6 100 jug (3Fli£W) 


0.0 



40 

Tii^-tw^% ' uum t tzMvm m k & *t ^> iL-TiF<7)if it^a:*!^? t ^i* $ 

zcytorl6-Fcfi IL-TIFU J: tj It^Sii-iSKtW^l 1 fr* 3 l i ft T I & i: ^ ^ 
^ ^IL-TIF^M^J: T &«3>IL-TIFT> * 1- * A im^B J: yflL-TIFl^ J: 4 

[ 0 4 3 1 ] 

c. iL-TlFt: . , g £H til i r Li-u.-. -.s/i-W ia 

IL-TER; y I" S K ft ^IL-TEF^ i I t t if 1* £ itt4 ^14 f± . IL-TIF^ > ,>1 ^ 
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(Ill) JP 20O6-5OSO23 A 2006.3.9 

^?*<^£TM*M£.S**^:/0*1n1-asnotic pump) £iSd6 IL-TIPsoftlf ^ 
v ■? 7 k , IL-TIFfcit 1- 4 Jfttt-t y 7 u - + *fitft* L T * frt £ titt JK 

#7 7°i^ . g * • ■ -Sit IE? ft & t^t &fcit* 0 zcytorl6/.iiT 1 1 ■-■ § t^IL-TEFt 
^M-AhtH^ IL-TIFT y?^^ IL-7IFK J: 1? 51 

£ jg £ S ft & g£J£I?& J: a^^fe^M^^i^^^l- it. & J: O 1 '^- ft S£® ^ 
fl!«IL-TIFK J LT«IL-HF7 y * r/^* hi Ltiffltl 

[0 4 3 2] 

m m in 34 il-tif; i th<r>ft.# <a f s. if rt4 ~c 7LJ.& g ft. & 

A. RNAKftf: 

«tl,m^i^l ft£o RNAiiv t£*£tt- j: (i t: I- V&Mun 
jS-.P,4SEtfeo RWt^ft^a^ttiiiCFfflKfi. Agilent 2100 Bioanalyzer (Agilent Tec 
hnologies, Waldbronn Germany) tli<f;o 
[0 4 3 3] 

B. gig) RT-PCR&?) £ aftd) 7/7 -1" -7 - jo J: &Vc - r 

AGI PRISTS 7700 Sequence Detection System CPE Applied Biosystemsft , Fester City 
, CA)tffl^K >)Tb ? A A^l-RT-PCRS^J^ir^^^ * ft-T^S (Held, C. A.%, Genotn 
e Research 6: 986-994, 1996 ; Gibson, U.E.M.t>, Gerone Research 6: 995-1001, 1 20 
996; Sundaresan, S,sb, Endocrinology 139:4756- 4764. 1998£#M £ jt£^) c ,I<7>^ 

- 7* GO fll ffl 5^$ «J A ft £ ft T n & <> 7° Q - 7 4 »& , kJti^^^-fe3R«ia3tili 

, ^ x > f - fef ^fijf f ^ t TRii ^ ? ft^ 0 ?t>i4jteWft«j4 7* 7- F 
7*^ ^-frffl^fcPCRtt*©|llJU, yn^/ii, rTth DNAfP 'J > 7^t* 
0?5>&3'fe«£j#ilrtifc J: K£l$rMU ifttc J: tj A 

[ 0 4 3 4 ] 

IL-TIF^tl?) U T'l^-f A^SRT-PCR^^ fSffl L fz 7 -7 1 '7- is j: (7'7 c - 77 
A ~?-Wt.%\v rPrimer Express(i§jf*) (PE Applied Biosystems, Foster City, 30 

, f > F D 7-^ 7 V £ tz CI n K. ixmt I fc, 7 i7-K/7 f ZC42459 

OS ?0 1 ^ : 65) is Jt 0' ■ ij / < - 7; 7" 7 A t - 2C4245S(|e5lj : 66) £ 800 nU b L 'C PCR^ 
S(^T)tffflU, 72 b|Wgfe***Lfc 0 W.(&+4lL--nF/n^7*ZC42460(E5!|# 
:67)(± , ZymoGeneticsti Tfrtil S ft^o IL-TTF/ c - 7*(i , b * - ^ - M-& 

1 (6- A )l # ^->-7:^Hr>f» (FW (PE Appl ied Biosystems) T 5 ' £ Jg j: 7 
j. > -f - * - gjcifeS (6-7? JV ft* y—r h7^f*-n-y?y) (TAMRA) (PF Applied Bio 
systems) f 3' %M £ -ti it L A s 
[0 4 3 5] 

C. ij Tjl-y-i- A^SRT-PCRa 4S 
IL-TIF mRf^^^^^S5±, TatJMan EZ RT-PCR Core Reagents Kit (PF Applied Biosys 

t ML-TIF^>$S^:^^;b|3j:^*|l*.fBBt LThGUSc i^^u ^o^T3StS- 
Ifr L Jfc 0 EM 25 ^ 1^, WT^'^*^4TaqMan EZ RT-PCRE£<PE Applied Biosystems) 
K*RI«|ftft*^itit: DErcM7X(PMa^/ / RNase&U)K^L7t<g:RNA^25 ng; i§^r> 
7"7i^-^800 riM»ZC42459<IB5!|ff#:65)£ iffZC>l2458(ie5!l| f:66)>; Jg^^^D 
-rC^lOOnM2C4246OC0E5iJt#:675>: lxTacjfJan EZ^«; 3 itf^^-7 7 tj"> ; 300 
^fcto^d-CTP, d-ATP, iSi^d-GTP^^^UeOO ^ M d-UTP; rTth 7-^(0.1 50 
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(112) JP 2006-508023 A 2006.3.9 

tyf* V); H I CFAnpErase UN3 (0.01 U/^ 1) 0 PCRfi^M £ >,» > ^ftli, &<*>Ji I) t 
LA : 501: T-2-v>^l-H- >f £ fl^S&^UNGM* TV/; S^T60tT*3Or>£ UM ? JUS) 

[0 4 3 6] 

ttttftfclL-TIF RHM/^Mi, M%S>PE Biosystems 0-^-(p] tt^M«#2: ABI P 
rism 7700 Sequence Detection System, Relative Quantitation of Gene Expression, D 
ecemher 11, 1997) £$£3 HTv»4 J: ^ CPftSfttSoT^L hOUS^a^ 

[0437] w 

(S2 0) 



'■ i.'.v'vi ! 






0 


mm 


0 




1149 



[ 0 4 3 S ] 

iE*,£f 4>£.0Kft 4 A rt^*Se»^)j|KttT(i, IL-TIF^mRMii^ft ? ft *o A ^ 

- * iJU K I- <T)1fo% 1 ^IL-TIF<0^ ( ftW fciB tfo $ * » < $ 81- & tOT**. 
[0 4 3 9] 

6 K 5j? Hft S ft A o jtoT, ^SjlJOjft 1" IL-TTF* y ? n - ^ >V£i&« J: o ft , IL-TlFt& 30 
14 K *t t % t ^ * 3* ^ * 1- , 4-^^ I" RT i&ttSrgftjs J: CK-e <9 £ fc # * * tfc# (I , £ 
j£?!?,#J^S£±<OSkiIU, t t) t>jfiL--nFtcjti-*T^^ ^"Ji LTfeSfwr&j**;^ 
ffl * * HC, <7>4£ t h IL-TEF-e j $ u - -h Mtl#?> Jt * r> A IL-TIFiSftK 

idd, rtntm^, pup&. ray 43jtu«9£g'i*i«i^, 

[ 0 4 4 0] 40 
%ffiifli35 fc: HL-TIF^'j » P-T-JV^-.fe 

^ IL-TIFsH 'J ^ T3 - t * . New Zeal andp $ ^ K , BHKSa.fesS^ £ ^ 4 ? *l A 
, L _-■ 1 g| L k h IL-TEF** V ^ 7"^ K(S5I*^:3^T ^ y®^22(T^-^ 
)»^167(f VD^->>-)XlL-TlF-BHOtfegfT*ifc-CSgL^o ^'7*^[C, f||^ 

, mm*- tr-^y^ kioo ^g^^n ^ ^^r-;^^ v 1 1 iK7*-x#iPsi+ 

U 4 2@i^y-^f ii4tClf3@ii#t)4D^^i5 7- lOBi:fe, #*f f ;- f" i'l ?' T , Jtaif 
[ 0 4 4 1 ] 

F- IL-TIF#H&5 ^ " ;'' n ^ MUftli . CNBr-SEPHAROSE i y,f: rz <) , #^^^^f|g >'> 



http://www4.ipdl.inpit.go.jp/Tokujitu/tjswhen.ipdl 



(113> JP 20O6-5OSO23 A 2006.3.9 

LMi^^^^^t ML-TIF-BHK 10 ngfrfflnTPRS *U ^T-0&PBS£ iz X2 
0(SKgtJfSSS?HA, CNBr-SEPHAROSE 4B/d ^ > A ^ A (Pharmacia LKB)££H^ & 

. *&». Lt2tmx-?>s<?E<OK.h IL-TIF-BHK; 500 ng/m\ £ ffl ^ , ELISA& ± t) 
tffco '7^^t: HL-1TFT7^^7 L 'f-Mfiift^ffiTECLLD)(i. -iroo^fcifcig 
M&A.^^ ML-TIF-BhK^JtLT280 re/mlT&& 0 
[ 0 4 4 2] 

t h IL-TIF#f|Kj * «^ n - -f «UJ5E#* x BaR / ^RF2-4,'zcy torlr^^S' * }i 

fc(rta7?t-fj )o t ML-TIF#^#'^n^ + ^^#(7>50fg^,'H^j^ jfflj&g i* 
a 4: ffiffi" £ 7) £ 1 t> o 0 
[ 0 4 4 3] 

^!fif 136ff[t: HL-TIF^ 7 ^ p - -f }V$m 

J % D — -j- .M/L'&ii-. Sprague-DavvleyM v '? f- (Charles River Laboratories, Wilmi 
ngton, M*) 4^1;, BHK«^^££*l£, III? L/^'&M&X. t h IL-TIFtf 0 ^ 7° 
* Kd£?lJ#^:3<0 7 5 V M*22(7 7- ^)»-£167<>f v D ^ > ^ )) (IL-TIF-BHK) 

C i TlSS&Lfc,, &y ■:> h i', fifSTt: hsB&x.IL-TIF* >/^Ml00 /( g^n.^ 
> r T v a ; <f > h (Pi erce , Rockf ord , IL) £ £ % K ® 0 M 1*1 CIP)*£*t L , * 2 

[ 0 4 4 4 ] 

t ML-TIPj#^&5 9 y hAfllttfttt, 500 ng/ralfcf^Wbt ML-TIF-BHK& £ CF500 n 
g/ml £ # ^ > { bv »7 IL-TIF, fcT ^ ^ ^ ^fb *g§jir (E. col f )muIL-TIF (R+D Sys terns , Mi n 
neapolis, HtDftfttt 65 * m w % ELISA&U J: i?4*ftttttfc 0 7? K 3BJOJMffttftli^ # 
^»*nC#*tt© tf * * y\t t h IL-TIF-BHK^ at L T*$?¥10Q,0QOfif J3 J: C^H&^&tl 
e*j^e^^->fb^l(E. co1i)inuIL-TIFS.;^LT#|R^10,00(Mt^Ti|S^^ LT^fco 
[ 0 4 4 5] 

Jc c> v U > /IffM* . S # tt 9 :? r 2ijg * e ft* L , SP2/0(^ «)Uc- 

peg i5ooi-s^T, 2®mmm-&^mmmaf&tz^v-vm®,k *> 

St^4 1, [Antibodies A Laboratory Manual J , E. Harlow^ J; £/D. Lane, Cold Spr 
ing Harbor Press^&s^ £ Hir£ 0 »-&4feK 100 Jg*j| $ tf^, £**>1k&&JLP 
?M<DKh IL-TIF-BhlCB J; $ + y fb^^ L 9 V * 5 W^M^ (E. coli)muIL-TIF£ 

-iUS'lBl^Ljto HELISA^Tf#t4t %vtl^<< 7*V K-^(7?7"-^^, BaF3/CRF2-4/zcy 
torlUifeHJt i- S jl^ 1 A+J^S (E. col i3inuIL-TIF^«^«tt (*Ji^J22) ^ ig ^ 
T * -t <f> miJ K --> ^ X ? b * m t C ID 7" y -t i J 
[ 0 4 4 6] 

ELISWj* « A - t- 1 Jt ti ELISAJ^ i ^ ft T y -t -f J t^Bitee *^f^.f/') F-W/ 

- ^ * x ^-4^ < 1 4 21, Pl#fm&f; Jt ij ^ d - ^-fb Lfc* « 

[ 0 4 4 7] 

SJB»S*<01&** h H^. Lfct^n-t JUfiift* v -? S * i3 Jt t: I- somfSK A. 
ft A A. is J: *S <0 ^ 1- IL-TIF^ 5g* if £ t ^ ELISA^ 'C ^ o *^'|4kov»T 
it^o S#?L^2€«fiL^«, Sefi«l5£t\ ^dllfi^lOCKt h JfiliW^ Aftfcl§^X.^§ 
g(E. coli) huIL-TIF^il ngi'ml t 4 o fco 
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(114> JP 2006-508023 A 2006.3.9 

JW&vt**-&!4+i'W K^^ii, /?^a M=SHi'i< gi^fgU LT, Aroeric 
an Type Tissue Cul ture Collection(ATCC; Manassas VA)<7?if I^^Itltl^^^It? *U U 
T « ATCCT * -fc 7 v a^iffl^^^^c: 266. 16. 1 . 4 . 4 . 1(ATCC ) ; 266. 5 . 1 . 

2.2.3(ATCC [ Mfll] ); 267. 17.1. 1.4.1(ATCC 267.4.1.1.4. 1(ATCC 

##]); 266.12.6.1.3.2.1CATOC [#######]); 266.19.1.10.5.2<ATCC 
[ 0 4 4 9] 

g saw 37 iflfa st ^K^n &il-tif» y/^ g^y^^i<oMMt»Ptf 

A. jjjjg 

IL-TIF7 >vt7 J: CFE£©££^ft^<IIKDfiMfrUU t 1- IL-TIF-BHKU*r 

t T ft §g £ H £ ? Y <r> 7 7 D - f (Nab 266. 19 . 1 . 10. 5 . Z)(& ft ®l 36) * S ^ X ™ 

. W.T^ifi^f^^^jTfoti ^ : Human multi -Normal Crid;B jt 0' Tumor Grid; t F€>^ 
, Sipii 1 0«#?M# ; t h <Tj1frm>$.MM l INC IL-TIF TG (9 -j \<Jy<y 7, *} y 
• ~7ut- — p, il fz ) & J: If £ a <WT)V -> 7. C> 8£8I ; muIL-TIF-EuLCK TCfc j: 

cfbt ± a am -7 ? * & t tit*! ; * & if !■■: Dss(sf ± a cwn a x otl-tif y 7 n>n (kg 

)) V * <?>3£I§l£# 0 £ £ £ v * / 7 D - t M£#:MAB 266. 19. 1. 10. 5 . 2 7 h JfthuIL- 
TIF-BHK) ft * D - t- iUt^ft ("7 1" IL-TIF FL-BHK) (.^MH 35)«>&fe;1 * - 

[ 0 4 5 0] 

7 7 FKth IL-TIF* / 7 D - + >l$m<DMb 266.16.1.4.4.1, J: 0^ LfcH* 26 
6.19.1.10.5.2 C*^^1J36)!-i, f IL-TIF$9fe(5G^^&)£^£1-&^ ^ 

-^«BHK/^9^IL-TIFffl||a<l-5^**feT*it^ai*lJt« i*l£fgffl LT, U 

[ 0 4 5 1 ] 

t I- its if* J: C^^i^^x^ **Y'j >l^^ii!>'.w , 77 -f 

H-f'tU £ h * Ai±v^7>IL-nF*^i-*BHK3«fl&i3j;^lf^MBHKjfBi^$'sE u 
Hffiffcfcli* f^ol^t nffl^CffiRtf, TiK*. @IJW, Sin, SJffiL MiS, 1, 30 

/Mi, *js, iieiBfFFiia, sm, iK, hw, wmu njiift, m 

M , ¥ W J: tf^fit )<0 5Q£l M- i Ji * Multi -ti ssue control si i de CNormalGridC^ 
Bianeda, Foster City, CA); g*<^t hS0CPJx_^', WM, ffM, WiWi, 

aisi, ass*, wvmm. mm, mam. mm,, tmsm, vy->m, 

.^S, ^f^Cteretom)ii J: ^||±^|l)^50^^^#*l ^Multi-tissue control slid 
e CTuniK)rGrid(ji^); Biomeda, Foster City, CA); CHTN (Cooperation Huinan Tissue Ne 
■bvork, Cleveland, 0hio)v5^H/cit^r > ; NDRI (National Disease Research Interchan 
jje, Philadelphia, PA)^6f#/-iE^M, J lf J li^2fe^#-7 Pit, Is'liJiiLlffaiS&fcfH 

colft^^ t ;K^^*ffl#(-^^^DSS^r;v. ^iss WebstenSt^ ^ 7,)^ f> yf 

t ^ ;-^4-% DSS^^ft*: il m mW. I fz zcytomt^M Jt OV 7 7 

T >7 N(K0)^| pifei 1*^,1 (DSS^-7^, |J^^i5J:CFzcytol07 7 7 T '7 MH6-? v "O^ 
ASJif ; is <fc t/mlL-TI F-EuLCK TG^ ^ I^KiilL-TIF-INSJt Ba#3 J: U 6 TGiJ& ^^F? 

7 7 /7 5 -f K* ?t ! 9 lW>t * ^"7 h ^ v' U > i x * v > (H& Q-Wfcfe L , IL-TIF >- 7 

[ 0 4 5 2] 

. ^t^Of^^, fflfg^ 1 crM»^l'CheatJate(jt^) Capillary Gap Plus^ so 
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(115> JP 20O6-5OSO23 A 2006.3.9 

H^y4 Y CBi oTek , Winooski , Verfttont]) \z f^T, 601? <r> $ - / v ~C60j9-H i££i £ * , 
^ v' 1/ y * K 5i> * 30 . lOOKz. ^ / - ;i, # k 4$K lfiOS&x ?;-jKf>c3^ 43 J: C> ; '95%x 

<N«*fertoers Fremont CWfcffl^fc, 2Qfr|gs>83gK J: ^^m?s£S^^mx^!- 
ifr-it, ^T&fi^ttfflgWiSC^WBd, South San Francisco, CA)t:^-jT7f ■/>/ 
e^^-rn^^^-r^ifrofco Teehfctete 50OQS«)lg ft^^fe 

fe^M^iC^T L r > y-t"t^>it^^t^">"-'r^CVentana Biotek Systems, Tucson, 
AZ) * ffl v » £ * * * s s $ - -if <IP>&£sfliSWfc3=ft * » ffl L A o TecHMate 500® jg ) 

mih%>U&&<7>— fll* s Wffl £itfc«, ^H-£5%lE1jrY^'ifr ft (Vector, Burlingatne CA)«>P io 

, -5- *l B 1 * 6 SOOf&^fR L tz IL-TIFU & -^fftfeCWB 266. 19. 1. 10. 5. 2, 7 h jfthuIL- 
TEF-BHK jSfj 36X 2.04 mg/ml tijgft Lt5:* 1 J^o- + MjiKUff CPAS)) £ sfflT30^H 
-f >^tjlA- F L, l^TgiPtSiliL/^ -*d5iftUU TecHtate 500(®j=^ii 

IB»a^PBSj§^USq^T200fiSf#3|KL^^t^>'ft^.^:it-7 7 UgG (Vector)^ gjl-C-25 
MfflU Sv^TMijffilTiSffi^L., jttffft2£ 3CSignet)f L £o ^^t, & 

®Wn * 7frm * ®&mt t 1 «t (HP)K Jt & ? *:/rOfentana>K3|i^t, *S^-C*ft 
M 2 h 30 ft & L 0 * * * v • ^ - «t? *- J: 4 fl ^ li , » ®HtM> MB* 7 f- (Venta 

na) -Cfr V » , T e v >" - e * ^ > £ (ABC) £ 30frH 4 V * ^ 1- I- L * Sv > T« »2 1 ^ 

- > CDako.S ^ a ^t-^S1962K-10^^, *tJt*feU. »^T««r?|fc2£ 3-C2Bft& U 3 

[0 4 5 3] 

*±01>*ipus BH-2»Wt * ffl V »T SS§ t , B « (iCoolSNAP HQr v * * * > 5 CRo 
per Scientific, Tucson, AZ) M X 'O^Ul^o 
[ 0 4 5 4 ] 

f f T _ 1 r t -^,^/.F^',aiq-'f F: - i tn;huIL-TIF-BH<-& y^D-t ;v^#tMB 266. 19. 1. 1 
0.5.2HJ: i9 , U IL-TIF^¥|BH<|aia(-^+) ^ '7 ^ IL-TTF^?^BHKiBJ!iaC+)«M^-t'ate 

S *L * o (-) i t ^ ^ , i © j-fcfcS*IL-TIF»J xT^KK#^fi<itrA-feii:^BSSltfc 
o i^Stfrii, t h*J:LKv^^IL-TIF^M*!-*>t#^:^xS^^14^*i-^o 
[0 4 5 5] 

t: MEiS: Human multi -Normal Gridi3 Jt CKTunor Grid; ftgSu Sigfe J: WfiS^^ftiS^ ; 
^60^^ t: KofejgwE^Hfl-Ko'^Tp^B i*i^»t HftNfeUii, 1) Multi-tiss 
ue control slide CNormalGrid® S))/!^ t: h%m±vm, TS*> HJW, a.5l, 4S 
, ^Bl, H- -'H^ xgfi.. BTIt, Sf, PHu 1<b, Mi*3^, ^P^, 

. flfifflx ^WfeJt^fil; 2) Multi-tissue control slide (TuinorGrid(t§#:))/t !- S 

f«/ii±o«iii, ffBi, ing, ?^M, lug, iiivtM, ipm. 

INC IL-TIF TG£ J; ^7..r?-[? J-l -o v » "C SI • ^: 0 INC IL-TIF TC^ 

^iH^t^to^-Cli, -t / ■? .. r (hW) HAB 266. 19.1. 10.5. 50 
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(116> JP 2005-508023 A 2006.3.9 

* U ^ p - ± H; I tT§ y^G-t MjLfeaDifrg : ^IL-TIF* y ^ u - + ^tftftti , £ !f 
t?**a^lM$Utfii/»£ fcaWS**U ^;?n- + «TO 266.19.1.10. 

5.2i±, #^!±,.L^> srs t£U» 0 ,:^y^P- + MWit!i, £ ML-TTFaaBHKaa 

m (+++) K *T U ^ ? * IL-TIF& mBHK*BH&<+)tC *t L, jtt^fcNJSiCF^"?* c 

jo Jt tflNC ralL-TIF TC-t $ ^ ^§(+++)-C|gttj|efe1i^ 3 e Sm$£&#^>H 
U ti <^ o t S ^ al CI? M U t\ fi«fef£ S ii 0 5g R $5 $ » oojfc'fe 

fr5fefei!j**?*l.jK+)o MAB 266. 19. 1.10. 5. 2 ^ fi, t HL-TtF^aBHKSfflS&C+++)K ft L , 
-7 t> * IL-TIFH.^BHK#ffl.fe 00 K L, 33 Jt MC iriEL-TIF TGv "7 C+++) C ^ 1 1 £ 6 

a^ifii, ft ^ e f, (-). 

[0 4 5 6] 

[ 0 4 5 7] 

[121 1 ] IL-TIF*° ^ K (hlL-TIF) (£5g#^ : 3) J5 <£ CF^ '7 * IL-TIF# 1 » ^ 7* 
£^ M£51J<0H|-Cra-T*4T? ->BtS**U E^<?> l~.J !i, fiffSftfclftWT?/ 

$ t ^ -t » tht^^^^Kpun k t* , £ as ?y £ h ?t o r 7s. - ati±#* % (ib7t ?, 
[si] 

» :o 3i «8 



;.n».:i)i^-5nsii:.^..\| ; standard zoom-up rotation No Rotation I • ri atrsai. 
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(117) JP 2006-508023 A 2006.3.9 

2006506023000001. app 
[tSHJ a ] ^^17^4^260 (2005.4.26) 

a&ftiE i ] 

[K?nm] 

2006506023000001. app 
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(51) In*, CI. 



F I 



A 6 1 P 11/06 

A 6 1 P 17/00 

A 6 1 P 17/06 

A 6 1 P 19/02 

A 6 1 P 21/04 

A 6 1 P 25/00 

A 6 1 P 29/00 

A 6 1 P 31/04 

A 6 1 P 37/02 

A 6 1 P 37/06 

A 6 1 P 37/08 

C I 2 P 21/08 

GO IN 33/574 

C I 2 N 5/06 

C I 2 N 15/09 

C I 2 N 15/02 



(2006.01) 
(2006.01) 
(2006.01) 
(2005.01) 
(2006.01) 
(2006.01) 
(2006.01) 
(2006.01) 
(2006.01) 
(2006.01) 
(2006.01) 
(2006.01) 
(2006.01) 
(2006.01) 
(2006.01) 
(2006.01) 



A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
C I 2 P 

G 1 M 

C I 2 N 
C I 2 N 
C 1 2N 



5/00 
15/00 
15/00 



9/10 
11/05 
17/00 
17/05 
19/02 

21/04 

25/00 




21/08 



1 0 ! 



D 
E 
A 
C 



AP<GH ; GM F KE , LS,hK,MZ F 5D F 5L ,52,77, UG .ZM.ZM) , EA(AM.AZ. BY, KG, KZ .MD.RU F TJ,Tt,l) ,EP(AT, 



eE^.CH^XCZ^.DX.EE.ES.FI^R.GB.^.HU.IE,!^ 
CN,Oi.aOMfRil€,SN.TD F TC),.^ 

EC^ES.FI.GB^D.GE^.G^HR.HIJJDJLJN.ISJP.KEJCC^^ 
W F W>E,NI F I^N? F C&1,PH,PL F PT F R0 F RU,K^ 

WI NDOWS 

(72)S^* ^>x^V^> 

T,^'^^H ?^>f>ffl y7 h 2 57, 2-7,^7^ 8 8 0 9 

T.=*'J*^H "7^>f->fH vThJU 24* T^-^.- /'?.-/"7,f. 6014 

7»vf7i&m ^»i->+h so-tr u7a ^h'j-r /-x^-^h 5530 
r^'j^^a ^y7*^-r*H fn* ^-t- 14946 

Fif-A(#^) 4B024 MOl Mil 6A26 BA56 CA02 CA04 Dft02 EA04 Gill 
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